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7h*->, >fV7h*^ sec-7b*v> A^^t^f^i t*rt ? JBv> <b 

[0 0 8 5] 

e^*A^ ra^^tt-rv^T^ j:v»« (ci - 6 ) t^****! <^> r« (ci 

- 6 ) 7^*^* J tUI±, WxJ^^ jn.f-/l/f-*\ ^t>fi, -fV7 

nem, 7f-;V^*> sec-T^f- tert-7*-f- 2f**ffl^fetL* 0 

[0 0 8 63 . , r « 

f^£Af«) ra&£*LTV>T*> *VM&» (Ci - e ) 7** J <£> I® 

jt(Ci-a) 7;v*;v-****-*J fctr{±, 0Jx.tf7-fe*->K 
[0 0 8 7] 

S&*Ai£<7> rm^^ttxv^Ti £v^y-.3Ui>>-» (Ci - e) 7;V^r;V7 5 7 

„ xf;V75y, 7ntf;V75>\ ^f;V7^^, yif^T^^&^fflv^^o 
[0 0 8 8] 

WM&A&O [W&ZftX^Xiy J:\/M&# (Ci - 6 ) 7M*-*A'#^T5yj 

05 PBJR. (Ci - e ) 7M^-*^#-^T5 yj iLtii, ^Jx.(^7-t^;v7$ </ > 
7n tr*-;i/7* 7. bT^n^f ;V7 5 7 & iftfm^btiZo 
[0 0 8 9] 

WW:&a&<d [m&2tLX^xi> £\f*&®. (Ci-e) 7;V3^ri/-*;V**-;V7^ J 
J 05 mm. (Ci-e) 7^3 + V-*^**-JV7^J tLTfi, 

,}f-;V7;;, X f^y*^*'-;i/7^, ^B^V**'*^? 7* b *'>*/!/ 
**x: ;V7 5 / * if&m V^Wo 

[0 0 9 0] ^ 

t^§Ai^) ram^tLTwr^ «t v^«t (Ci - 6 ) 7***^**-*7^yj <s> 

Pftift (Ci - e) 7;V^^^*-^75^J hLTfi, «xtf^W^*-^7 5 
[0 0 9 1] 

ft ^ A f© rs^^tt-cv^-c^ iv^isrn (Ci - 6 ) 7**;v-***-*^*vJ 
<?5 R&» (Ci - e ) 7;V**- J tLXii, ix.lf7-th^f'A "/n 

[0 0 9 2] 

^Mmh&<V \W&-£foX^Xi> £^&m (Ci - e) 7^3^r">-*W-^*v' 
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J <D (Ci - 6 ) 7;V34rV-*JV'K-^t + ->J fcUli, -Pflx-if^ h^rv*^ 

[0 0 9 3] 

g&&A?£o re&S*i-cv>T*> iv^y—jg;® (Ci - e ) 7/Hf*- 
**~>J o p^-ftft (Ci - 6 ) T^*^-*^**^ A^***>J iLTli, Wxl* 
*1-)\>1] /wt*^ /u**S/fc4r**fflv»5>*i*o 
[0 0 9 4] 

g&»Ai£?> r©t^^tLTv>-c^> J:v»s?-fijR (Ci - 6 ) T;v*;v-#;w^-f 

<7> Tv-Mfc (Ci - 6 ) T^^r^-^^W^W^^-^r^/J £ LT{;x\ 0Ix.tfvM 
[0 0 9 5] 

*vj , M7;^^ftJ , \&Ml7 fr^-fr-U -/njf-Jid . I"C i - e 7;l/=**i/ 

-Xtty-ta (Ci - e ) TJi/^^r^yj „ rttr^;v-*;wf-^7^j . 

Atf, Any>H^ (flk 7";tl^ mffM^s A3tifR\ 3^») ; tKn^> 

: - >o ; y7; ; y ; ^^W^s^mt, WsHfJS^xtmiifiR^^^atf^ 

0L 7'JJK tfVv^K ^-,M§0 (Km^m^ti^n^vM^ ^*o^A 75/ 
, ;NnyHt$nTV^Uv>tt (Ci-e) 7;l^K -JLtt¥-i&®. (Ci - 

6 ) r;v^;v7?y. ^y-Xi±v-c 6 - i 4 rv-»7$s, c 3 - 8 ->^7^ 

>K f»(Ci-») 7^3*V, ftjR (Cx - e ) T^n^f^-*^*-^ » (C 
i _ 6 ) 7;v*;v^*, ®«l (C i - e ) (c i - e ) 

(Ci - e ) 7 y—Kft (Cl - 6 

) 7)V*)V-*)i>;**<{ )v y ^/-Xfiv-Ce - i 4 7'J-;v-*^^f 
m^tLTv^-c^ J:v*) ; -XitV-teM (Ci-e) 7;V*;V7 5 J ; *J -3Ui v 
-c 6 - x 4 7'J-;v7 5y ; c 3 - 8 y?D7W ; wfyfc* tix^x i> x v*© 
iR (Ci - 6 ) 7^xr*-> ;ftjR (Ci - e ) 7;i/3*->-*;v>K-;v;©& (Ci - 6 
) 7jv*;v-^* ; i&>& (C i - 6 ) 7;v*;v^^7^ ; <fi® (Ci - e ) 7;w*;v* 

/^>f;v ; (Ci - 6 ) 7JW**- >f/i/ ^f^f^'f >K 

xf;v*^>f^) ; y-fijR (Ci - 6 ) 7***- (flK V*** 
#;w^>f>K yxf;v* ;w**>f xf ^^f^*^^^^) ;*y-X»4S>- 
Ce - i 4 7 , ;-;v-*;w^^^ (#U 7x;;v*;w^^, i-t7f;v*;w^ 

*e,«tf*L& lZI±2i, 1 ^v>L4'f@^^-rnm^=S:^-tr^y-Xfiv f - 5^V^L7l 
tt*3t#>W<*>f;i/ (#U 2-e'Jy>*^^^ 3 -tfU *JJU*A"i*4Jl'> 4- 
f'jy;^;w^^K a-fxx^*^*^^ 3 -fvx.— ;i/*;w^W 
^#+->«?tLtv>tUv^Ci - e 7;HJV-*^-^75/ 7-fef Jl^7 

[0 0 9 6] 

sm^A^o r«^$tL-cv>r^ *v>c 3 - 8 y^TJv+^j res - 8 ^07 
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[0 0 9 7] 
10 0 9 81 

m&*Af£?> ^tv^T U ^ -Xlii^ - C 3 - a ->^n7;VW^J 

[0 0 9 9]. 

TC3- s •>^n7W-»)l'#-A'T? J\ tLXit, ^Jx.f^v^DT'ntf;!/*;!/** 
-)V75;> y^n^>fjv*;v**-;v75y> y^nAJE-vjv*;wf^i/75;*W s 

[0 10 0] 

o rR*^m^t*a*M^ ^n^trm^M^^'bMfm^ ixt±2a, 1 

y #;v J K-;v. ^?y>-l->fMW-A', t±°n 'J v >- 1 - -f ;v#;v**^;v& if 
[0101] 

tUli, Wittf, 7i-^*->, l -^-7^;i/**v, 2-t7W 
^y^Mv^Wo 
[0 10 2] 

©&^Ai£<a r#^^tLTV^"C^ iwC? - i 6 77^^Vt*yJ <£> |"C 7 - i 6 T 
[0 10 3] 

1MAS« rS^^tLTV^Ti iV^Ce - i 4 7'J-*f*J <£> TCe - i 4 7'J- 
[0 10 4] 
[0 10 5] 

W&&A%E<d [m&Ziix^x k £\<*C 6 - i 4 7U <z> rc 6 - i 
4 7 i;_;v-#;wi?^;vj LTt±, fOittf, ^>7^f;K l-t7M;K 2-f7h 

[0 10 6] 

®&*AS£0 r«#l£*l-CV>-C*> iV^Cy - i 6 77^-*^**-^J <D rc? - 
i 6 7 5M;V-*^-^J fcUlt fllxtf. 7i^7-kf>, 3-7x-J^n 

[0 10 7] 

mfc*A#o rg^^tL-cv^Tfe iv>«y-xtt^-c» - i 4 ru-^r^yj <7> r 

^7-Iliy-Ce - i 4 7V-;V7§/J t LXii, ^lilf7x^;V7^, ^7x^ 
;V7^ s&ZiPM^htL&o 
[0 10 8] 

«&^Af£<E> rttSI$*l."C V»T4 iV^y-Xtt^-C? - i 6 77J^;V75 7J <D 
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[0 10 9] 

6-i4 7';-Jl/-*^*-^7^J tLTti, «x.l^>7^^7$/, t7MJV 
[0 1 10] 

S^A^CD rM^^tLT^T^ iV^Ce - l 4 7 V )V*-)VT 5 >> J ^ ["Ce 

- i 4 7V-^^*-^75yJ tUli, Wx.lf7x-^;v*-;i/7?^, 2-*- 

[0 111] 

IMAio rsm^^Tv^r iv>c 6 - 1 4 TV -;v-#;i/**-;v7 5 y j co rc 
6-1 4 TV - ^-A^-^75 yj i: Ltlt ^xtf. **W<< t7h^f 

[0 1 12] 

rg^l^^TV^T iV^Ce - l 4 7 , J-A'-*A'#-^**fJ l~C 

# ju* * -> & t*jb*m ^ h ti& 0 
[0 113] 

[0 114] 

H^^AHO rS^t^tLTV>T i> X v>C e - i 4 7y-^^*-*J TCe - i 4 
[0 115] 

«3^^A^O rW&SfrTV^Tk iV^Ce - i 4 7'J-^*7-f-^J <9 TCe - i 
[0 116] 

fMAi© rS^^ttTV^T iv^Ce - i 4 7 U -W^-^7? ^ J ^ TCe 

- i 4 7'J-^^*-;v7 5 tUli, fllxtf, 7x-;w;v*-^7^^W 

[0 117] 
[0 118] 

2 1 '5:V>b4'(i<^^T-nH^-$r-g-tf 5 4vLl 0 l^f Mif - 1 ^ y 4 
e, *u *##J J* »* V 9 5> — * * # -> & v>t> *i<5> o 
[0 119] 

^ttib PCs - s ->^n7;v^r;vj „ I~C 3 - a '✓^n7^*A'-***i^J ^ I"* 
y -Xti^-Ca - s y^D7;H^75^J . l"Cs - s J/^nrm-*^* 

l^v^L4l@<D^xD^^-g-tr5^v>L7* : ltS^*^^-^J > TCe - i 4 7U- 
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***->J , TC? - i e T^^^t^vJ > TCe - i 4 7'J-*f*J ^ JC? - 
i e 75^^*] > TCe - i 4 7';-*-**#-*J > TC? - i 6 77*** 
-3(7*5}?-*] , TCe - i 4 T 'J -*:J-*5/-**>j*— *J , TCy - i 6 
**5/-j&*^*J „ P^y-Xtt^-Ce - i 4 7'J-*75yj , r^y-Xfi^ 
-C?-i 6 77^V75/J, rc$ - i 4 7'J-;«i^»^7^J > TCe- 

i 4 7v-;v-*^*-^75yj „ rc 6 - 1 4 7';-*-*^*-***^ * 

y -Xfi-x-Ce - i 4 7'J -*-**-** 4 ***vj , l"Ce - i 4 7'J -**** 

-*J , rC6-i4 7'J-^;i/7^;H, |"C6 - 1 4 7'J-****— *7 5 y 

j . r«3&sM-*->J azv r^#Mo?tm**->J a. flixwr, ^n^^ («, 7 

7fJI^ TOT-> zvmm*) ;tKD^'>;-ho->7^;75y; 

±faL7cg&S*i-CV>T*> J:vMfeft7*** ; ±lSL7cg&$tiTv*-c*> iv«7^^ 
^* ; ±fBLfcfiifc$*L-c\/>T*> j:vM&ft7**— * ; Ce - 1 4 7'J-* (®C 6 - 1 
4 7V-;H±;no^^, UKn**A 75 y. ^n<7Wfc£*tTV>-C *> «t v»fi» (C 

! _ 6 ) 7***. *;-jL\*v-&®. (Ci - 6 ) 7M;v7?a *y-xt±5?-c 

6-14 7'J-;V7^> Cs - 8 ">^7m (Ci - 6 ) 7*3*5/. fi» 

(C i - 6 ) 7*3**/-*/i/#i/i', (Ci - 6 ) 7***-f-*\ (Ci-6 
) 7*****7W -*> ®m (C i - e) 7***X**-*> ±IBLfc: x^rMk? 
atv» , c | {)±V'*;i'^>'^ #;w^*;k fr^^J *, • ; e7-'IS;i^ (Ci - e 
) 7***-**'< i E4 , *\ y-« (Ci - e) 7***-**'**^ *> ^y-Xfi: 
•;-C 6 -i 4 7';-^-*^*^ *ftirT?ffi|&£*vtV>-Cfc <fcv>) ;C 6 -m7'J 
-***v (f Ce - i 4 7'J-^t^v'li^nf K Kn^'A 75A. ^ny 

>"fk$ixTv>Tl> (Ci - 6 ) 7***> *y -Xtiv-M (Ci - 6 ) 7* 

**75y, ^y-Xti^-Ce - i 4 7'J-*75y. Cs - 8 i/^D7^ {&& 

(Ci - 6 ) 7*3*5/. (Ci - 6 ) 7^n^y-*W-^ M (Ci - 6 ) 
7***?-*, -Em (Ci - e) 7;^;vx^7-f-;K ®M (Ci - e) 7***** 
*-*, ±|BL7ci^xMk$tt"CV>T 1 fc J:v***j|?*3/*,. **->****, ^*#;w* 
^e*;K *y-flS:*fc (Ci - e) 7***-**'**^ ** f-fiift (Ci-e) 7** 
^-*^*-f *. ^ey-xia^-Ce - i 4 7 i ;-;v-*;w^>f ;v*t*-efi^$ttT 

^TUv^) ; C 7 - i 6 77W*^ (tC? - i 6 77;V^JVt^ry(i^n^/ 
tpn^A 75 y. ^uy>it£tir^xi> ivM&iR (Ci-e) 7***. * 
y -xti5>— ft» (C i - 6 ) 7***75^, ^ey-Xfi^-Ce - i 4 7 V -*7 5 

/, C 3 - 8 v^n7W, ®JBk (Ci - 6 ) 7^3^fA fift (Ci-e) 7*3* 
*,-#*#=:*, (C i - 6 ) 7***^*. iSM (Ci - 6 ) 7** ***7 * - 

*, ©® (Ci - 6 ) 7*****#-*> ±!BLfc^*r;Wfc$*vcv>-c *> <fcv>#*** 
*5/* % tj*/^**. f-*#;w-^ew;K ^ey-i&ft (Ci - e ) 7***-**'*^ 
* *. y-ftiR (Ci - 6 ) 7^*^-*/!/^^ *> ^-Xtt^-Ce - i 4 7'J - 
;V ,_ # ; w^/f;v4 if T?ttt§ tLTv^T J: v») ; ^HfSS^&ttfcSSSJK^ HJHR^-R 
OTRSJElR^^feaitftta lXli2i, 1 fcv»L4^^xnJK^*^tr*y-Xtt5>- 5 
^v>L7M*ii (^l> if'Jv*. (Slfiili^ay^I? 

', k KD*A 75 y. ^y-Xli^-fiJR (Ci-e) 7***7 5 A *S-Xlt s J 
-Ce - i 4 7U-*75 y> C 3 - 8 5^3 7***. ®^ (C i - e ) 7*3*5/, 

M (Cl - 6 ) 7*3*~>-**#-*, ®M (Cl - 6 ) 7***f-*. M (Cl 

- 6 ) 7*****7*-*. ®^ (Ci - 6 ) 7******~*> ±151^7^7. -r* 
jfcSft-cv^-c J: v»#**K*5/*. ifc*;^* *. f-:*-**/**^ *, ^y-lSia (Ci 

- 6 ) 7***-**^*"*^ 9 J-&&. (Ci - 6 ) 7***-**^*-f *, -^y- 

Xti^-Ce - i 4 7V-*-**^ J E-f *fcif-CfiglSivC^'C*> ;^y-Xt± 
y-fift (Ci - 6 ) 7***7 5 y ; ^y-xtiv'-Ce - i 4 7'J-*7 5y ; C 3 

- 8 5/^37*** ; ±iaU7c«^$*t"CV>T^ J:v^<£iR (C i - e ) 7*n*v ; ®m 

(Ci - 6 ) 7*3 *->-**#-* (Ci - 6 ) 7***^-* ;M (Ci - 6 

) 7*****7*— *; ft* (Ci - 6 ) 7******-^ ; IBlfci^fA'ft* 
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fix^x i> iv^Wyjv ; #;w^-f ;v ; jvj^J ;v ; (C 1 - e 

Jl(Ci-e) T * (0k *J**-JUltWe<(*'* yxf*»*;« 

»J v^v* ;w^^ ;K 3 - tf U v^* ;w^>f ;k 4 — tf U y;v*JW^-{ ;k 2 --^-x 
[0 12 0] 

fJISAi© nt^^tV^TUv^Ce - i 4 7 'J -JWj O l~C 6 - i 4 7'J 

ffi#fi5fctSjWS*i-Cv*T&4 <> fffl-W^ftJBSftfcCe-uTU-^fcLTJi, «*.»*■?■ 
[0 12 1] 

[0 12 2] _ 

Ce - i 4 TU-^-Ca - 6 7*"*--^ fcUli, Mx-ttXTV Z&m^htlZ 
[0 12 3] 

TCe - x 4 7V-;H , TC? - i e 7 5WJ £4r/ TCe - i 4 7'J- 

;v-c 2 - e r^^-;vJ fllx.i4\ ^d^^jk^ ; n Kn*-> ; - ; ->ry ; _h 

;7 ?y ; _tiBLfciKfc3*iTv>-rfc <tv>^y-Xi4v ? -»r;v^^T5 y ;JtlBL;fc 
wm2tix^xi> iv^y-Xt4v^-C3 - s ->^n7^;v7^ ;±iBLfcS&$*i 

TV>Ti J:v^y-X{4v ? -Ce - i 4 7'J-;V7^y ; ±iBL£e&$ *LTV>T & 4 V> 

^/-XteV-c? - i e 7 5W75; ; ±fBLfcg&S*vcv>-c*> 4v>c 6 - i 4 

^-*^-^75; ;±|at/iS!fe$tLTV>Tt iv>C 3 - a ">^7HJV-*^ 
^-;V757 ; ±iaL£S&S*L-cv>T *> iv^7J^^y-*;wf^;V75 y ; _hsfi 

v>Ce- i 4 7'J-^**i^7 5; ; ±ELfc«»3fL-CV*Tfc 4 vM£»7>^*/^- 
*;^ J J?.=:>^:^■*3' ; ±lBLfc«ift3*LTV»Tfc J:v«7)^*v-*^-^ + -> ; 
±|BL^a^^tLTV^-r ^ 4v^y -flfoR7A'*d'-*A"* j e'f ; _tfBLfcfi& 

$tLTvW 4v^v-'B:a7^^r^-*^^^^^^^> / i * ;V * I ^77*^ ; * 
;V 7^^ ;v ; ^/i,?^^/!/ ; ±mLfc1t&S*iTv>-Cfc 4v*. ftSKfMKfi 
^IT> : FX«*M : f-^'b^{4tt^ lXf4 2S. liv>l4iOA T Dl^^ 
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; ±faLfcg^£*LTV>T<k iv>C 7 - i 6 T7^JVi^v ; iiBL/cW&^tLT 
l/^U^Ce - i 4 i ±BUfe«*$*fCV»T* iV»CT - i 6 7 7** 

*f-* ; _t!BL£e&£*L-rv>-c iv^Ce - i 4 t y -*- * **K-* ; ±IB Lfcetft 

6-i4 TV-^-*^**^7$^ ; ±|BLfc«*$^rv»t:4 iv^Ce - i 4 7U- 

; ±RL£«&£tLTV>T*> iv^y-Xliy-Ce - l 4 7'J- 
;v_*;w^^;v^^-> ; ±fBLfc«m$*L-cv>t:*> iv^Ce - i 4 7U-****-* 
; ±BBLfc«*S«VT:v>-cfc J:v>c 6 - i 4 7'J-***-7 4-* ; ±iBL£«&$«vr 
v^Uv^Ce- i 4 7'J-^^t-JV7 5^ ; ±ELfc11&$*LTV>T*> X^mM 

JiiTv^tUv^JV^y^ ; #;w^4 * ; *f-3rl3 * \ *s (C i - 

6 ) 7***-#*^- : &4* ; *j-&Ml (Ci-e) 7***-#*^4' * ; *s -X 
itv-Ce - i 4 7<j-^-*;w^>f;v ; ]fc*H^J2W1.K:fl*]R ; f\ itSflS^W'ift* 

„ 7'^, t°'jy;v s (mwm&ti-^vr^fc^ tKn*->, 

^nr/ft?^t^tt (Ci - 6 ) 7***> -^y-Xtiv-M (Ci - 6 

) 7;H^7U, ty-Xliv-Ce - i 4 7'J-*75^, Cs - s J'^TH* 
, «fc (Ci - e ) 7J^^-a tt (Ci-e) 7^*">-*^^K » (Ci 
- 6 ) 7***f"*, fi» (Ci - 6 ) 7 ****** 7 4-*', ®^ (Ci - 6 ) 7** 

#*/^4*. ^HSift (Ci - e ) 7***-**'<-=eW *> v-®^ (Ci - 6 ) 
7fl/**-*^t>f^ ^ey-Xiiv-Ce - i 4 7 V -A/- *>wt*-f *£ ifT?«tfc 

[0 12 4] 

5^v^ti 4* l<{45^v^li o*) ^mmm.^ un 5^v>liom 

**lfeBHIE»X»i (iii) 7&v>Ll 0 Jl«#*«**feff*«) HBO^JlElK^iKv* 

^fc«Ffc*±, fllx.tf^-* (flU 2-^-*, 3-^-*) „ -7';* («, 2 -7 
1J;K 3 _ 7 i;;v) „ (flU 2-f'Jv*;K 4-tTyv*) , f" 

7 >/ij;V (0J % 2-f77'J^, i-fr/'J*, 5-f77'JJV) , tWVfl' (« 
2 - t+ty* 1 ;^ 4-^-*-9-W;V) , *7V* (flk 2 -*>";*. 3 -*>";* 
4-*/y* % 5 -^yij;K 8-*/V*) s 4V*^V* (01U l-4V*y*V* 

3_4y*yy*„ 4--fv*vv/K 5-4v*y;*) , t?V5v*- 
V (00 2 - tf V 5 >?-*. 4 - tT u ^ V-*) , en y * («, l-tfnVJK 2 - tf 
n , ; 3 _ en U *) „ 4 5 ^ W * («, 1-45 *. 2-45 *V V *. 4 

-45^/V*) . \£W)JU (flU l-lf97y^ 3-^9Vy*, 4-^?7'J* 
) hfy^v-* (flU 4-fc°'j^v-*) . 4V^7V*V* (0k 

3 l^ V f7</'J;v) , 4V**-9-VUA' («, > 4>KU* ( 

i-^vK'J*. 2-4>KV*> 3-4>KV*) „ 77V*> ^> 

s /[b] 2-^^V [b] f-J.-*. 3-^>V [b] ^-*) , ^ 

vv - [ b ] (^IJ> 2-^^V [b] 7 7-;K 3-^W [b] 75^) 

l-enuy-;K 2-en'j^;K 3 

-trnv^-*) . ^-*^v;y-* (^fl> 2-^-*^v;y-;v) , 4 5^vv-* ( 

ffiSE# 2004-31 19831 



&m 2003-394848 



>*: 21/ 



m, l-t^vv-JK 2-e^jv-.>K 3-t°^uv-;v> 4-tf^ , ;> ? -^) > tr 

[0 12 5] 

fllx-tf^n^HH 1 ; t: Kn*v ;-ho; v7y ; ±IEL*:g&£*L 

iv^ig:^T;v^r;vf-^- ; )v ; JifEL*:mgl£ti-cv*T& x ^&B.r * ^ - 
r^+jv^^^-f ;7?y ; ±fSL/c«#l£*vr^T *> x v^y -Xfi^—KSmv 

; JiieL^e^^tLTV^Ti iV^y-Xliv-Cs - s J/^07WJV75 
y ; ±fBL*:e&£*t-tv>-r iv^y -3Z.fi v-C e - 1 4 7'J-A'75>' ; JiISL/c 
S&£*LTV>-Cfc J:v^y-Xfiv-C 7 - 1 6 7 7^*^7 5; ;±|BL^gg|$tL-C 
v>-cfc iv^Ce - 1 4 7 -;v-*jvsK-^7 5 y ; *;v?^7 5y ; ±sEL/ca^^^ 
■c^tUv>fiiR7^;v-*;v*-^7 5; ; ±!5L*:gJ&£ ttrv^r & x v>c 3 - s 

;V#^;l/T?^ ; JiffiL^mm^tLTV^T ^> £«7;^^^*-;i'7^ y ; ±EL 
fcg&£*LTv>-cfc ctv^Ce - 1 4 7V-;w;v*-^75; ; ±WEt^ffim$ttTV^T 
*> iv«7;v^^-*)i"K-^t^-> ; _Lf2L/ig^$ttt:v^T^ «tv^mT;v3^r'> 

; ±I3L£fi*&£*LTv>-c& i^^-fiS7;^;v-*iw^'f^i ; 'rv ; 
; x;V7 r^-f;v ; x;vy ^ ■7-^1' ;v ; x;v7xt^^;v ; ±ifiL*:g&£ ttxv^T J; 

C 6 - 1 4 TV ; ±|BL7tfi^$tL-cv^T iv^Cv - 1 6 77MW^f-> 

; ±fBL£«&£*L-CV>-C*> iv^Ce - 1 4 7 U ; ±!5L7t«&S*LTV*-C& «fc 

v>c 7 - 1 e 7 7)^;vft ; ±!5L£g&£*L-cwT iv^c e - 1 4 TV 

; ±ffiL*:'K#l£*L-CV*T& iv^C? - 1 6 7 5M;v-*W-^ ; _tlBL,*:tt 
^$tLTV>-C^ iV^Ce - 1 4 7V-^-*^«757 ; _bf£ Lfcl^? tLT V>T & 
iv^Ce- 1 4 7V-^-*;v^^t*'> ; JtfBLfcg&SfrLTV^-Cfc.tv^y-Xfi 
y'-Ce - 1 4 T»;-/l'-*;wt J E-r>U:**S' ; ±f5L£W&£*l-CV>-C& iV>Ce - 1 

4 t 'J -)V*)v*=-)v ; ±iBLfeit»$*t"rv>T <b J:v»Ce - 1 4 TV -;v^;v7^-^ 
; ±iBLfcflHfcStf-Tv*T& iv^Ce - 1 4 T'J-*^*^^^ ;JhiBLrt:g!&$ 

; ^7 -fl&R (C 1 - 6 ) r;v^;v-*^w^-f ;v ; s>— (&R (c 1 - e ) 7;i/*;v-# 
;wn*^^;v ; ^7-ZIJ^-C6 - 1 4 TV -;v-*;w^^;i/ ; HfeXK^-JBl^lctt^JK 
i\ atjUR^Xim^mT-^featfit* lX«2tt> 1 &v>L4l®0^xnjir^-£#tf- : & 
y _X(iy'- 5 &v>L 7M*t*^t^;v ; ±fBL*:gg|£*i-cv*T J: v>C 6 - 1 
4 7U ; ±EL*:«&£*ltv*t i> x^c 7 - 1 e r^;v^;v ; gkfsm^&W-izmm 

gfett/NnyvJIT-, t Fn^y, 7V, /Nn^v-fk^tL-CV^T ^ J: v>©^ (C 1 - 6 ) 
7;i/*;K ^y-3Z.{iv-« (Ci - 6 ) 7^JV7 5 7, ^y-XiiV-Ce -14 
7 , ; y. C3-8 */^0 7**^ (C 1 - 6 ) 7^3^r'>, ®^ (C i - 

6 ) + ®^ (Ci - e ) r;v^;v^^-, ®^ (Ci - e ) 7** 

;i/^;i/7-f — (Ci - e ) 7;^^r^y.^*-^> ±gEL£^*r;Wt£*iTv>T 
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22/ 



& X v>#;v**# ->;k *;w^-f;i/ % * * ;w* * -f /K (Ci - e ) tjv# 

ns/^^-i (Ci -e) T>i'*Ji'-*X"tJe>f/i/, -ty-Xfi^-Ce 

1 5 1@ <dw&& * m&»im ftte* tc^r l t t x v> 0 

[0 12 6] 

$tix^xi> iv>fijR7;i/*-;v> ±faL£M&£ft.Tv>x <fc v>c 3 -s v^nr;v* 
>K ±fSL£m&£:ftTV>T& iv^Ce - 1 4 ±IBL£®&£ HX^X i £ 

/ < ?^'f;H£) ; y-Ci - e 7fl'3f/i/-#/w^E-f ;v (flu f-zua/i/Af-t'T ju, vjl 
^;v#;W^>f ;k ^l^W^i' ; Ci - e T;V^;V (Ci - e T^n 

-#;w-^-f;i/ (flU y^ h*v) #;w?^E-f ;K h^v) 
/^E'Oi/) ;^y-Xtiv-Ce- 1 4 T V -;v-#;w-^E>f ;v (^i, 71-^*;^ 
-OK 1 7 /W"?*>r/K 2 -^7^;v#;w^^r /H$) ; R?IJf ^J^KMIt 

itS^yt»^f)IffliS Ui±2i, 1 £v>L4<f@c9^-rnJj§r^-£#tf 
^ey-Xtiv- 5 &v>L 7^«*m*;v/-?^-f ;v (01, 2 -try S>;i/#;w^>OK 3- 

*J tLXIX. 5 4^l7S^*;w^^;v («, 1 - >; v-;v#;V;K~;K 1 
[0 12 7] 

ffi^lAiw [WteZtix^xi> X^T< j\ tt-cti, ±fBL£m&$*l/CV>T«> X 

TUv«7J^-JK ±fBL*:e$|£*L-CV*-C& «tv>C 3 - s ->^7J^JK ±12 
L7tgm^tL-CV^T^) .tv^Ce - 1 4 7'J-;K ±15 L*:g&£ tLTV^T *> X V^i^T;V 

3^->ftif^ibM{m^ 1 %tzte2mow&&xw:mztix^x i> X^7< Stfm^htl 

, &^-Cfc±fBL*:7^> S&StL-Cv^Tfc iv^y-Xfi^— (£& (Ci - 6 ) T)V 
*)V7$S, W&ZtlX^Xi> iV^y-Xfiy-Ce - 1 4 T V - ^ 7 5 y , S^^tL 
-cv>-cfc -Xfiv'-C? - 1 e 7 7;^;v7<y, ■gm^tL-cv^T ^ iV>Ce - 

1 4 7'J-^-*^-JV7^ 1 *;^;v7 5y ; M$l£*iTv>Tk x^&m. (Ci - 

6 ) 7^A'-*^#-A/7$ -/ ; g^^tLTV^T^ «tV^C3 - 8 '>^D7^A'-AA' 
sK^;VT ^ ; -g£l£*VCV>-C& iv^®i (C 1 - 6 ) 7Jl/3^y-A^-jV7 5 J \ 

m%iZixx^xi> x^i&ffl. (Ci-e) r;v*;v*;v*— ;^7S y ; ffi&£*t-cv»-c*> J: 

v^Ce - 1 4 7'J-MH-^7^4Wi L<m^bti&o 
[0 12 8] 

(I) fcJrtf' (VII) K*3V>T. X* J;0 f Yfi^tt-r^^--9--^^L. 

^Tfr^r-Vy&X, tzli7frt-=-l'>m(D$><D-C-tf-0-, -N- 

3: fcli-S -XW&ZtiX^Xk X\<^tfm\<*bti2>o 7)^^\y>&tizltT^^r-U^ 
m<D*<D- C-tf-O-, -N-ttzlt- S -KW&Zti&iiWit, 7fr*\s>&$tzli 

t^> x^r THwloto-c-y-o-, -n-s fc(i-s--eM 
rfi. -ERix^Ci - 1 3 Tfr^-uym (M, *J-\sy, zc^-uy^ -fu\£vy^ t'^vv 

[0 12 9] 

ffiSE# 2004-3119831 
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^-l/V, 2 -7f>- 1 --f 4 1 — W 5 -^\^r-b>- 1 ->f 

y/n^V>, 2 --fr-y- 1 U>\ 4 -^>f >- 1 ->f W>> 5 — ^3r-fe V- 
[0 13 0] 

[T^^-u>m] ttzte [T)\"y-\s>m v>m&&tLXi±, Ci - 6 rfr*n>& ( 

#k i-^K ^ntf;i/ % /fyyn^K 'fyW, sec-:/^;K tert 

[0131] 

(in) Kisv^T, x b }±7;v^w>^i£1-o*^--9--£^u m*^—v- 
c -a*- o-* -■n-ttzit-s-xm&ztix^&m] wjiv^ 

[0 13 2] 

(i) -X 1 -W 2 -X 2 - (X 1 JSitfX 2 \± * fl^fl^^ Z tz \$WM& *tLTV^ 
Uv^Ci - e 7JV^rU>it^ W 2 ti-0-, — N (R 4 ) -> -CO-N (R 5 ) - 
, -S-=Sr> R 4 i3 i tKR 5 (i-ttt-r^afS^S^liCi - 6 T^^fc^-f) , f 

(ii) -W 3 -X 3 -W 4 - (X 3 iie&^fc^L-CV^-Cfc iv>Ci - e Tfr*l'>&** 
W 3 isitnv 4 ti-e^-PtL-O-. — N (R 4 ) -CO-N (R 5 ) -ttzii-S- 

R 4 &J:tfR 5 ii-etL-TtLTlc^T-S^tiCi - e T^^^l") i ? jfff Lv> 0 
[0 13 3] 

X 1 , X 2 ^itrx 3 -C^^tL* m&MZmLX^Xi> iv>Ci - 6 T^#l^>*J 
O TCi - e 7^^rV^J t Ltli, :/nt£v>\ r^V^ ^ 

[0 13 4] 

m TCi - e t^^v^^J <7)f Ltti, Ci - 6 (flk **/k 

•7 p ntf;u > ^y^n^K -/f-ZK ^y^f;v, sec-7*f-;K tert-T^K ^> 
^fyof*, ^^v^) . Ce - i 4 7'J-;v* (flk 

[0 13 5] 

R 4 ^it^R 5 T-7F£*L£Ci - e 7M^ii:Ltti, >?->K ^n^;b, 
-fy^nt^K >fy/f;K sec-:/^;K tert-^;v, 'fy^vf 

[0 13 6] 

[0 13 7] 

W 3 ^^^ 4 fcLTtt, -S-&WSf£ Lv* 0 
[0 13 8] 

^^4X1 /t&X b Tr^Sti,**^— 9— LTIi, -X 1 -0-X 2 - (X 1 
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^-v : 24/ 



ifflt L<^ SfK-X 1 -O- (X 1 li^JfcfittS^tLtv^Uv^Ci - e 
[0 13 9] 

X 1 fcLTtt, ifcliCi - 6 7^*^33 J: £KC e - i 4 T V -frifhMlSti 

StM^tLtv>tU^Ci - e TJ^Wi Ci -4 7>+V>I) jW 

[0 14 0] 

X 1 tX 2 ©il^^tLtlJ, If^fOS^, -*^IS^©^/J 5 ff I L 
[0141] 

(i 

(ii) -X 1 -0- (X 1 tttt^S fctt«jfc**:#LTV»-C*> i^Ci - e T^l'^i 

, 

(iii) -N (R 4 ) -X 3 -O- (X 3 litM^f LTV^Uv^Ci - e 7;V^rW 
.(iv)-S-X 3 -O- (X 3 {ig^^^TLTV^T^ X^C i - e 7;V^V>M^t) 

(v) -N (R 4 ) -X 3 - (X 3 (ilM^tltv^iiv^d - e Tfr*\s>m*, 
R 4 {iTfc^Jg^-t^tiC i - 6 Tfr^^m^m-t) , 

(vi) -CO-N (R 5 ) - (R 5 \±HmW^ttz\tCi - e T)V*)Vm*7f;-f) ^ 

(vii) -X 3 -S- (X 3 lifM^tttv^Uv^Ci - e 7;v* V >^£^"f) . 
£ tzli 

(viii) -S-X 3 -S- (X 3 liflMtLtv^Uv^Ci - e 7;V* V >^£^-t- 
) ^iWILK 

[0 14 2] 

X b tLXit, tC-O-WL^o 
[0 14 3] 

YfcLTli, -W 5 -Y 1 - (Y 1 litM^tlTV>tiJ:^Ci - e 7;i^V>* 
Sr. W 5 f±^#> -0-. — N (R 6 ) -CO-N (R 7 ) -ttzli-S-Z, R 
6 ^it^R 7 te*ti^tifcmWL=?-t tziiC i - e 7;v*;i^£^i-) ^WtLv> 0 
[0 14 4] 

y 1 rfii&^£^LTv>T& iv>c i - 6 r;v^i/>^J <z> rc i - 6 

+ 1/>1J iLtlt :e.*-v>\ yntfl^> % A^fy 

i^^ffiv^fu ji^i^^, yntri^ y^-u><DCi - 4 7;v4r 

u Lv> 0 

[0 14 5] 

^V^DtX :T?-;K ^fv/fiK sec--7^-;K tert--/^;K 'fv^vf 
[0 14 6] 
[0 14 7] 

#CYi:LT(i, (i)tM^f Ltv^T^iv^Ci - 6 T^^rl'V^f 7t(i(ii)-0 
— Y 1 — (Y 1 l±fHMtLtv^tJ:v>Ci - 6 T;v* V ^£^1") 

[0 14 8] 

ttliE# 2004-3119831 
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tt&m (I) t**5V»-C, -Y-COOH(±3iB ±Oft t©tf Cfe^ L t v^T 1> J: 
ft-friVlI) . (IV) W fc*v*T, fEtt«»t*ttv»T*iv»7xs 

i;flfcv>L3<i. #4 L< ti 1 fcv>L 2«t?** 0 
ft*i 5 (I 0 II) . (IV) *J:tf W fc*v*-C\ tE(i-CH 2 CH. COOHom 

^n^y) ^WiU^o 
^i 5 (III) l-^^-c, pisi^qfi^tLWSm^^^rtTv^T^ iv^R^mo^ 

[0 15 4] 

[0 15 5] 
UK 2 3 ] 




[0 15 6] 

[0 15 7] 
[ft 2 4] 





CH 




CH 



[0 15 8] 
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«S*«*iS^* Si? i * a *. 

[0 16 0] ^^^rx. , -r t 4 (D^Dr^lC 7";II^SI 

*^of?* V ?T***%Ci - 3 T»***sm . (4) ^ 

, (3) Ci - 6 7;V3^^S W> 'C, ~ c (0B *?)V%£<DCi - 

***t-cv>-c* *v>c. - , 4 7V-;vi (fJ> ^^^^l^j^Sli (Jo i> 

(ffil 7x^->l) £fcl± 6 C7-1 677*****^* ^; 

.7*J*« (A. ^*4WCi- 3 7****) W< Lv>*, IE 
x l b ° Jt*^^-*- k btrtt, tv^ 0 

wiSwt (C, - e ) 7,v^;v. 

• * 1*5*1*= r*I»t ***** * ««* J * 4 v> 6 M • 

10 1 6 71 HiiE#2 004-3119831 



#S 2003-394848 



i—i? : 27/ 



R a ttzitR b xmznz rr->;^J thxiu mx.it. iMAST^tfc*^ 
5;k n&-£tix^xi> ivM&jR (Ci - 6 ) t^^-^w-k^k m&£*tTv*-c*> 

tt^^tLtv>T iv^c? - i e T 7 * jv**— ;K (Ci - 6 
) 7;v^;VX^*-;v, W&2fLX^Xi> X^C e - i 4 T 1 ;-*^**-^ ffifc (C 
! _ 6 ) T;v^;w^;v7-f g&£*LTv>T & i v^c 6 - 1 4 

„ J*;!'*, ^^77^^^ ^^7^^^^, ^71^ JV> 1K»$tLTV»Tfe i 
[0 16 8] 

tMAiT?^tfc7 5^, g^^tLT^T^b J:v^y-X»4^-ft» (Ci-e) T 
;v#;wT5y, «3fc$^-cv>r J:v>*y-XtiV-C6 - 1 4 T'J-;v75/, 

tlT^Tfc -XltP-Cr - 1 6 77^^75^, *LTV>T & «£ V> C 6 

- i 4 7'J->-*M*-;v75y, *;i^;u7S7 ; mm^tLTv^T & «t v>fi» (Ci 

- 6 ) T^*-***-*/?; ; a&£*LTv>Tfc iv>C 3 - s ->*n7;v*;v-# 
;v#-;V7 5 7 ; fi&$*LTV»Tfc J:H£» (Ci-e) 7^3*">-*^^7U 
; tt&£*L-CV>T £vHg$fc (Ci-e) 7**^»'*-*T5y ;lli$*lTV»t4 
iv^Ce - i 4 TV -;^j^-;V7? </ & WJBv*ibtL&o 

[0 16 9] 

[0 17 0] 
[0 17 1] 
[0 17 2] 

R d ££J±R e r«Jfe**3tL"rv>-C4 J: v^flstoMSJ fcUtt, R a t 

tzi±R b XTfiZti* mmmz^Lx^x & x^^t^mm twimmowm^btiz 

o 

[0 17 3] 

R d ttzHR* xmzfiz rwm&*^Lx^x & x^mmnm £lx\±, i^^a 

[0 17 4] 

R d tfziiR* X-mZtiZ rtM^tLWUv^Kn^fvIJ t LXlt, R a 

frl-5> 0 

[0 17 5] 
[0 17 6] 

R d ttzl*R e XTjkZtiZ r7v;vftj tLTti, R a ttzltR h XTFZtiZ [T*y)\> 
[0 17 7] 

R d $tzi±R* xmztiz mmm*^Lx^xi> x^t$ ;m tua, R a t^ 

[0 17 8] 
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[0 17 9] 
[0 18 0] 

X a T'^$tL^ [W&&*^LX^Xii£^*?-l'>m fcLTIt Wilf, Ci-6 
T^^r^S (#k .x-f-JK ^ntf.JK ^v^ntX >fVW, sec- 

, Ce - i 4 7';-;v^ (0k 7x^) *^<b*(^^g^*=Sr^L-CV>Ti <tv^ 

[0181] 

[0 18 2] 

mc xm $ m y •*? ^aw* $ 6 k^ - l r v» -c * ^g&& tua, mia t fcfi&afc 

[0 18 3] 

fb£-% (II) li(i)3,5-y7;Vtn-4-[(2,3-v J li Kn-iH-'f Vf^-l-^^t 
->]^«>4f ^ynyOU, (ii)3-^nn-4-[(2,3-vt Kn-lH-W ->] 
^^•Ifv^n/O'K, (iii)4-([l,l , -e7i-;v]-3-W;v^ h^fv)-3-^nn^>^f>-/ 
u/n°>^ (iv)4-[(4,5-v^ h *->-2-- h n 7 -x.-;V) ^ h+v]-3-> h^y^^-lf>y 
n/N°>^i3«t(y f (v)4-[3-t Ko^ri/-l-(4-t >^y7x-;V)-2-(2-pi h 

v7x;+y)^n#Jry]-3-> h 4f > 7"n/< & V> 0 

[0 18 4] 

R d *3«t^R e tLTit tk*j© : ?> 7?is?, i&mm?, so*>m*&L%^m 

ti^tLtv^Uv^JV^^S (0!k Ci - e T)^^-)^&) , sOlfyMZ^L*^ 
L*^iMttLtv>TUv>y^n7;v^;H (0!k C 3 - s -^nTJ^^) „ 

s<y-e>m*%L%\<*W&&*&l>T^x t> iv>T^*->Hfe (flk c 2 - e r;v*-;v 

i^i^tLT^tUv^7JU3dryi (M, Ci - 6 7^3#yS) „ ^O-tf^IRS:*' 

ItMf Ltv^U^75^Wi Lv> 0 
[0 18 5] 

rci-e. ym^L^mn^^Lx^xi> J^T**** (0k C 1 - 6 T 
> ^>-tf>^Sr^L*v>««|3g=gr^rLTv»-c^ J:v>r;Vy--;Hg (flk C 2 - 
6 7)Vfr-)vm) . ^>-b*>ML^v>lM^f Lt^tUv»y^n7JV^JVi ( 
0k C3-8 9 s?v7fr*Ji'&) , ^>4f^SRS:*L.4v>1t*3fe4r^rLTV>T% J:v»T^ 

4r-;v* (0k c 2 - 6 r;w^-;v*) „ ^>-tf >3***rLfcv>itaufe*^rLTv>T & J: 
v>«*aU£, ^-tf^StS-^Lfcwggigfc^ L-cv>-Cfc iv^;va^yi (0k Ci - 

&£*i-cv>-cfc £v*c 1 - e r;v^r;v*> g^sti/cv^-rfc J:v>c 2 - 6 r;vy--;v*. 

g&StLT^Tfc iv^Cs - 8 •>^n7Wi, e&SfL-CV^Tfc iv>C 2 - e 7^* 
fi^^tL-cv^rt J:v>«3f3K&. g&£*L-CV>T& iv^C 1 - e 7*3*^, 
g&£tLT:v>Tfc iv^ftt^yi, IM^tUtv^-ci «tv>*;i/^e^f v;v*. Tv 
fclif M^t Lt </>T i v^7 5y Mli^t, ^-tf^SI^L&^fc 

tBSE#2 004-3119831 
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^-v>: 29/ 



[0 18 6] 

- 6 TfrZr^m j ^ [^y*?>m.*^L%^n&&mLx^Ti> x^r^^-^m ( 

(0U C 2 - e 7^*-;v*) J ttzii [^yn>m.Z%L%^m&&*^Lx 

^xiiX^Tfr?*^^ (m, ci - e r^^^r^m) J <a p^-e^st*^ l&v>«& 

i/. 75 ^nyw^^tU^il (Ci - e) t;v*;k *y -3U±5>— IB 
$ (Ci - e ) t;^jv7^, C 3 - 8 v^dt^^^v, (Ci - 6 ) t;v3*v 

, 1&& (Ci - 6 ) 7^3dpy-*^-^ (Ci - 6 ) 7;V*^*x (C 

i _ 6 ) T;i^^;v^;v7-f (Ci - 6 ) 7;v*^*^*-;k -tfBL^y.7- 
;Mb£ftTV*-c<b 4 v>5&;i/*~3f ->;k #/wt^>f/w /w^-f ;k •=e7-'l5:^ (C 

! _ 6 ) T;j/4r;w-*;w^-f^ (Ci-«) r^*^-*^^*^ 

Htfe^tL-cv^r iv») ; ^/-Xiiv-fiiR (Ci - e ) 7;v*;v7 5 y ; C 3 - s ~> 
^n7J^* ; ^o^>"fb£;jxTv>-tfc x^i&m. (Ci-e) 7;vn*>' ; {B& (C i - 
6 ) 7^3^fv-*^*-^ ; fiiR (C i - 6 ) 7;v*;v^* ; te» (c i - e ) 7;w* 
;v^;V7^-;v;tt (Ci-e) 7***^**-* ; _tBLfcJc*T/Ht3*L"0»T 
iv^;v^y;v ; ij^n^^^ ; * ;w^e>f ;v ; -ty (Ci-e) 7;v* 
fr-Xfrs^jji, ; V-Wl (Ci - e ) 7>v*;i'-:fr;W^>f ;l/ ; JfcJWF-JBWI-fctt* 

^ y -X\t v - 5 V> L 7 JlHSf Sit* 4 iU ; * * 4? * v t?fitfe $ tLT T 4 v> C 

[0 18 7] 

^TL^v^mm^J atli, «A«r, /M3$*>]r?-; t Kn*-> ; - fn ; ->7^ ; 75 

y ; wmmT>m*bmxti2>m&&xw.&-£ftx\,*x t> x^&mtji'** ; «&*d#*> 

hMtftiZ>W&&XW%!:1ztLX^X i> J:v»©jR7^^-^ ; «ft26Di** 

jR^tf* llli2i, 1 *v*L4fltf>^xnlg : ?-fc#tr : ey -X»42>- 5 &v*L 

7Mmmmm mmm&te'^r^^^ kkh^a 7^a ^y-xny— b» ( 

Ci - 6 ) 7W7 5^, Cs - 8 y^o7^, (Ci-e) TJVn^v'. <S 

iR (Ci-e) TJ^^y-^Wf-^ &®. (Ci - e ) 7 (Ci - 

6 ) T)V*)]sX)V7 4 (Ci - e ) 7***'**'*— »^ ±12L^^^7-;Hb 
£ftrv>-c 4 v^vjJ^v^K # ;w*-t -f •f-:3-#;w-t ; e'f ^> "tJ-l&ffl. (Ci - 
6 ) 7;v^^-*;w^-f ;k y-<B:» (Ci - e ) 7>Mf*'-**"**-f ^*£"t?fi& 
$*itv>t*> 4v>) ; *y-xtt$>-ffi* (Ci-e) r^^^T^y ; C 3 - 8 
7;v*;v ; m&&D&frZ>&ttti2>&&&xmmzfrx\,>xi> 4vM&» (d - 6 ) 7;v 
n*-> ; &®. (Ci - e ) 7JV3*y-*;v**-;i' ; « (C i - $ ) 7**^* ; ffi 
ft (C i - 6 ) t*'**'**''?* =■» » ®^ (C i - 6 ) 7^*^^^*-;v ; ±iaL/c 
^^T-Mb^^T^Tt 4v^;v,-K^->;i/ ; jjfr/^J )V \ fi*;w^^f;V ; • ; E-y-'|g: 
jR (Ci - e ) 7^*^-*^*^^; ^-fijR (Ci - e ) Tfr^^-Uyvs^j 

[0 18 8] 

fflfE# 2004-3119831 
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30/ 



[0 18 9] 

ft&g&^-egi&£*LTv>-c>k iv^jgi (Ci - 6 ) ta* a-*^**-^ «SI*Ef£ 
(Ci - e ) r;v*;i'*;i'*-;K (Ci-e) ta^a^a^ * 

[0 19 0] 

7. ®^D^e>M(m^>«m»T-«^^tL-CV^T^ iv^y-Xti^-©^ (Ci - 

i> x^i&m. (Ci - 6 ) 7J^;v-*jv*-^75y, smsES^'bittffr&ttEi^'c- 

tL<S,gm*-egm^tt-CV>T^ iv^M (Ci-e) 7;V3^y-*^-^75A « 
m^Di^^tm&g^-ettm£*LTv>-ck £v*Mt (Ci - e ) 7;^;vx;v*- 

[0191] 
[0 19 2] 

[0 19 3] 

/Nn^yHf ; Ci - 3 7**wy***/ ;-ho.;y7; ; .x;*7^Wfc£*vrv>-c 
iv^*;v^^r~>;v ; mm*D^^^M{ftL'5>sm^-e«^$tL-cv>T^ iv^M (Ci - 
6 ) r;v^r^ ; Mm*D^^^^{m^M^T-Mm^tLTv*T^ J:v>i&«!i (c 2 - e ) 
T;v-?-^;v ; M^D^^S(f^-2>fiSI^®m^tLT^T^ <tv>» (C2 - e ) T 

;V ; amftD^^^MtftL^g^-C'^^tt-CV^-Ct iv^igl (Ci-e) T^ndpv 

(Ci - 6 ) ta*;^* ; ; «&*D^^j£*L&«&^«m$*L-cv>T 

*> iv><£j& (Ci - 6 ) 7;v^;v-*;V'i?-^ ; IMEi^pjitm^lMtft? 

<fg& (Ci - e ) 7 J'*****-* ;fi»SD#*6»tftLSitift3fe"TMI;» (Ci - 6 
) 7^w;v7-f-;v;75^> «*«D**»t>Sifit*«Siafe"CfiSI$ tt-cv^r & J: 

-Xtt$>-4&ft (C 1 - e ) 7M;V75y, *A 5 AT 5 ^ ; fjSiDi^ 
t;m&e&l&-e®&$*L-tv>-c<> iv>M (Ci - 6 ) 7W-*^'^7U ;g 

^75; ; ssufeDS*featf*t4itsyfet?«ift$^Tv>T4 (Ci - 6 ) t;v 

(Ci - e ) 7;^^w^^7 5; ;«ift3feD#^e»a!tf^*«»*^****«.Tv^ 
tu^tt (Ci - e ) 7^+^-*^*-^H^y ; «ift*D»*»e»auf*LSitiftafe 
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tra^^ttTV^T^ iv^j^ (Ci - e ) T^a + V-a**— A***^ ; tMDS* 4 
p>Slftt^fi^-Cg^$tLTV>Ti J:v^^-©jgi (Ci - e ) T^**-**"*** 
;v**v ; «!ft3feD»*?>atftL*lHft*-cifi!ft$ii.Tv»-c«> J^y-fe^ (Ci-«) 
7;v^ju-^;v/T^E-f /i/ * * v ; ; xji^7r*'f*' ; ^^7^ i-fifr ; ^^7x 

[0 19 4] 

-fk^ (ID fc LTtt % R a ££{±R b ^^(ti-W^fJI^ lil^^/c 
1 1 V^T 4 i V> 7 ^ n R c ****JKT-T?, R d ^ i ^ R e 7& ? tK* 

«^-i3t»i^>"tf>SI*^L«:v»1tm»«r*Lrv»"r<> iv^JVn^rvlT-, R d fc R e 

^tt^v>SM*tUv^Uv^>t*>M4i^JL^ 0 R a 

*~>, -fy^n##i/) T% R b ^7K»M?-i^{i7;v^o*-e, R c **5dc*JCC-=F*C. R 

(flk ^ xh^fy, yn#*~>\ ^y/D^y) f fcttCe - i 4 TV-A't 

[0 19 5] 

(IV) fc*5V»T, 5&Ff±filfc3k£^LTV>T*> Jiv^V^f >^£^U ^>-t£> 
[0 19 6] _ 

[0 19 7] 

SftFkLTii, Ci - e T;v^-;v (0k *f-** -x-^K 7"n^;K -fV7"n^) , 
Ci - 6 y;v*;v (flk ^;v) -eittfcsti/c^-cfc .fcv^Ce - i 4 tu-;v ( 

7x-jk -ry^-j^) > c 7 - i s (flk ^w*) . Ci - 6 t;v3^ 

v («, h*v, Ah*->, 7n^y, >fy7"n^'» ^itfCe- i 4 TV-A- 
(0k y^y^i/) ^ib^^^^ii^tlMtfcv^Uv^y-t^f 

[0 19 8] 
[0 19 9] 
[0 2 0 0] 

<b^tf (V) fc*5V>t\ R a Mtft#« (ID ?)R a kRI3fti|tf**o 'fife^lE-f-^k^ 

(iv) kpg#-c**o 

[0 2 0 1 ] 

(IV) kITOo Lv> 0 
[0 2 0 2] 

Ifc-g^ (VI) K*v>-C, ZI±11Jfe****-*Ci - 3 7^U>*« TCi - 3 Tfr* 

isym tvxit, ff-vy, y*u\£vy&u*\,<. %fr-?i>*3-\s>zt: 

\t^u-yimtL<. * is y & o 

[0 2 0 3] 

TCi - 3 7;v#w*J **^i"*«!ft3fek LTti, 0Jx.t£. fig|*A#tf»kjttf*L& 

-fyynlfJK 'fVW, sec-7*f-;v> tert-:7*?-;K 'O^K ^V'Of 
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[0 2 0 4] 

ib jit**!-* *l& o 

[0 2 0 5] 

[0 2 0 6] 

ZfcLTtt, l4fcli2«OCi -3 7^)1/ (W, >f^, if^) ~?Z>* TV 
[0 2 0 7] 

[0 2 0 8] 

4t4&> (III) tfCli, 
[0 2 0 9] 
Mb 2 5] 




CH 3 



[0 2 12] 
[0 2 13] 

4t&® (I) tUtt, SjlAa* (i) (DC1-6 T**A'&£VCi - e 7JV3*y^ 

% (2)Ci- 6 7;K;V*f LTV^TUv^Ce - 1 4 7V-^t**>* (£P2 
L<li7xMvl) . (3)Ct- 1 -s 77J^;vi (fflKl^^^i) i3itf(4) 
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(ii) ^oy>H^ Ci - e r^iiVCi - e Tfr^*^frb%2>&frbn&ft~ 
[0 2 14] 



Mb 2 7] 




CH 3 

[0 2 15] 

iBA J -Y-COOH»$ ibt^n^/I^ Ci - 6 T^isiVCi - e r>u 
3 * -> h ft * <b S tfti & «m» i G L x v> -c «fc v ^ y 4f > mt\ 

Xd 1 **^, - (C H 2 ) m 1 -O- (m 1 it 0 ft V> L 3 (D^L^mir) > -CONH- 
ifcli-S- (CH 2 ) m 3 -O- (m 3 tt 1 ^V^L3©iic^t) T% 
Yd*.* f - P 14 J-?- V vafcTN 

- Y - C O O H IJf B ± Wfif Ofil L T J Lv* c 
[0 2 16] 

$«bfcl4. (I) fcttli, tA^* (i) (l)Ci - 6 TM^iO'Ci - 6 T 

)Va*isfrb%&mfrhmiZtiZW&&Z%LX^Xi> X^Ce - i 4 TV-** (»* 
L<-l47x-^i) > (2)Ci - 6 T^ttlWiiv^Ce - i 4 
*>2fe (ffH<l±7x^vi) , (3)Ct-i 5 75J^)H (0* L< fi^>v;V» 

yj£y^ tit a 

(ii) ^n-^yjiC^ Ci - 6 7;V^J^i^Ci - 6 7 n ft £1*^ ilfcf *L 
[0 2 17] 



[ft 2 8] 




CH 3 

[0 2 18] 

IRB^-Y-COOHJSL^C^fe^D^^lR^ Ci - e 7^;Vi5ilFCi - a T )V 
a * h ft £ m # <b S f £ *l S S ^ * * t T v » X i> X v ^ V > % X , 
X^-0-Sf:li-CH 2 -0-T% 

- Y - C O O H#iB^7x-;vf^'t7fii:tll LTV»4*^#ffi Lv> 0 
[0 2 19] 

*5&f§TJBv»fe;K<Mb^»fcbT«\ #F?§2 002-26545 7"3\ #M 2 
0 0 2- 2 1 2 1 7 1^ #PH 2001-226350 #IS§ 2001-199971 
■*>, #§§2000-198772^ #P 2000-8008 6-3\ #§B 2000-34 
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2 6 6f, #H§¥ 0 9 -3 2 3 9 8 3f, #§S¥ 0 8-3 1 1 0 6 5^ ^KIBSfctfMt* 
[0 2 2 0] 

tf';y>, tfa'j:^ 2, 6 2/* x^y-;P7 5>, ^;-*7§^ 

4flfcUtt, »8U h'J7^nS», 7^;vm, 7v*E ->**Bft, 

©HSU vWvl, *x.>m. 3^^^ U>=^m, ^^y^^*^, ^v-*£>;*;v 

p- Y)\'^s*fl'*yWtMt<Dm.tfmf htiZo Mtt7^niwMi^ 

o 

[0 2 2 1] 

ate-nttr^* -jilt («, tb 1 ^^ *y*A:!fcS0 > 7;v*'J±I^It (« 

v^*V*A*6, A^ASf) fWlSfil, 7>*-9Att*#, * 

xtiftift, y^^wt> ssm. vW >m 

[0 2 2 2] 

(i) , tt*% (ID . ft-frW (in) > ft** (iv) * ft*t> (v) . 

\t^m (vi) „ (vii) ztziizvm. (mr> *s&9§«>ft*» (a) ta&sB-r^^r 

g^S&W^ft**! (a) fcRtfe-j-aft*** i-*fc-&**»^StftH at*;, jbn*#*M£* 
ft** (a) Kseftf *ft*'to*v*3o 

[0 2 2 3] 

#S&9§<0ft** (A) 0-/DK7?nUli, #$&S8«>ft** (A) <D7$S&**T 
v;Hk> T/^Mt, U >BMb3*.fcft#» (#flx.t£> (A) ^75/i 

ft tfnyy^^^M^ \£/*u4Ji,***s**ML tert-7'f-/i'ft«*i.fcft*4M>) 

• #j&iE<£>ft** (a) OTKm*^T->;Wb, 7fr*)Hk, vym.it, **Kft3*tfcft 

W;Wfc. fcV?n^;vft. ^^y-ML 7^)Mb, 77-Mk, 
*^#-Mk$^ft*W) (A) o*;v^^vi^x^rML T 

5 KftSttfcft** (ixlf, *S&9§*>ft** (A) ^7j;i/**^r->^ $ x.f-;vji7>7-;v>fb 

^.j^x^fMH, (5-**-*-2-3*-*V-l, 3-^^VV>-4-'f^) ^ 

*Lfcft*»S0 HMftf^ft, fc*T?**3&W«>ft** (A) <^*;v#*y*^f^ 
tert-^f-^4^C i - e 7^*^ I ^rMb§ tLfcft^f^SPS U < 
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[0 2 2 4] 

ifz, *%W<Dft&% (A) O^n K9y^tt, JOI#J£ 1 9 9 O^TU ngHq D q?>Kf£ 

(A) Mt^^t^o-CUv^o 
[0 2 2 5] 

[0 2 2 6] 
[0 2 2 7] 

«£o rasai^* & JMrr * aur^^si^a ($k hiss. * ° ^ 

[0 2 2 8] 
[0 2 2 9] 

fcfc, (iv) & <t u^b^-tr (v) i±, <b^% (ii) tuftatsst 

[0 2 3 0] 

ik&b (D > (ir) »4fl3ji^fi-o>sfc4>*MiwX#-e§. i#^*n^^ 
j£ * ti c ft ib izm c fc^rSc fcfto -cstfe-*- a £ t -c # a o 
^jS^: i 



[0 2 3 1 ] 
Mb 2 9 ] 




(ID 

[0 2 3 2] 

fb-fr* (iir) CsS'K R a ' ttlft* t * lt v» 1 1 i v»M*»**^to ] M\ 
x a ana*® 1 ?*)*-^ -fb^» (r) CsS*. R a * itmmtmMM^TKi-o J tit&® 

[0 2 3 3] 

r«***LTV»T'fe J:Hg;» (Ci - 6 ) Tfr*frl . r*ife$tL-CV>T«» *V>fijR ( 
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C 2 - 6 ) T)Vr=.)\<\ , r«^^tLTV>T^ J:vM£iR (C 2 - 6 ) 7;v*-;H > T* 
»$^-cv»-ct ±v^©» (c 2 - e ) 7^*-;vJ . re^^ttr^Ti *v>c 3 - s -> 

^DTiK^j . r«^$tLTv^T=j> x^c e - i 4 rv-^j rs^^nrv^r 

4)«tV^C7 - 1 6 77JV^JH LV^o 

[0 2 3 4] 

jftX. AX. 3*X) % /Nn^Wk$ttrv>T4 *v*C i - 6 7 > 

> lM^lt^tUv>C6 - i o 7';-^^*-^t*'>364^ 
##tft>tL* 0 riJft**tUv»T4J:v»C6 - i o T'J-^**-***^*] ^ 
Ltii, wittfCi - e r;v*;v* (0!k > Ci - e 7;vn^^ 

V^Tiiv^Ce - i o 7'J-^^'t-^t*yI (#!k 7x-iW)Wt;j^^->, 7 
[0 2 3 5] 

*BMfc/<y *A**r©fc*aufciH, ^sth'j^, ^at*y^A, ^m-tv^A, 

, N-xf;VyW7 t nt';i/7 5 V, y^nA^i/;Vy'^f;V7 5>, f-;V7 5 J tf 

ij^v, H,N-^f*7- , JV, N-^fJV^^'J^V, N-^fJl'V?nijy>, n _^^l ;1/ ^ 

yy7vK^^l7Um t b'J-JA^ h*yf\ V'i'Aih^y K> th'J 
«JA tert--/h*-> K, # U £ A tert-^ h * v F£ ^^JRT^3 4r'> ¥i&$Vf 
bti&o Z.tib&mi±. ik&m (D l^W^LT&l ~1 0*/K $f^L<(i^Jl~ 

[0 2 3 6] 

^KBimBK^mn^mm^m^x^fo <D&%mx&2>o ttiiE 
m&m i fT-r2>m*)&K®L%.2ti%^i!) t , minx*? ;-)\<, 3^9 j-*^ \--fu^j~)v 

/f7 7*at'^x-f;K -^i-Jl'X-f^ f h7KKD77>, 1,4-^^-^-9-^. 1, 

* ^©£tfbicX*k N,N-y^fJWt;VA7? K> N.N-^W't b73 h\ 

HJ 7 3 K»if©7 5 KIR, ^nn^>, ^nn*W, Efi^^f 

o 

[0 2 3 7] 

o J£J&zSKJijS#&- 5 0 L*J 1 5 0 tk ft* L < 2 04v>LI5ll0 0 XZX*%> 

[0 2 3 8] 

-fb-fr* air) «k x a utmmm^m^ (D tL^vn^^m^^it 

§ & o 

[0 2 3 9] 
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^<DgH4«. *$Hk^ h V y Tfcmik:* V * a & t'wMttil^ z wmf 

^ 7;i^:K z:®Hk:f- > x ) **~>»ffcy^ Jt-fk-^-JK * ^^/nfc-z^n 
'JK*^^tUv>o ^tubm^*^*^ <k-£-$> (D l^H^UIlO. 1 

-10^, jftKttftO. 1~5. 0*)l>m^2>o 
[0 2 4 0] 

-fust; -)\s%t~<D7fr3-)Vm^ ^xfjl/i-fJV, fb7tKn75>, v^^-^r^V 

M L < f± <b 4>?I£i#£t & ttv^o 

Stc:.^(±M#3 0^-2 4^f^> 0JL<li3 0 #~ 5 fl#F^-e&£<> RJSiMEtt** 
0-200 t:, #3: L< ii0~ 1 5 0*C-e&£o 
[0 2 4 2] 

<k-a-t) (iir) i±> x a ^m^M^^. -fk^ (D ^ Ltft Kn*v^-c&Mk 

%m (II*) £&«&J£ (v>-fev* (Synthesis) , 198 1^ 1-271) £¥UJB 
[0 2 4 3] 

mKJBii, it&m (I 1 ) tL^Kn + yi^^.M (ID T\rvii*# 
^y7-hi (fl, 7^^*>SyxfjK 7/y^^>ivMv/ot'K 1,1' 

-(T^v^i^-^v^V^&fc*) £ xxF^xyi >H (ffik Y V y^-^** y 

[0 2 4 4] 

ik&m (ir) wffifflSt±> <k^ (D k^h:^L, £j i &^l$j5^;k L 
< l &v*L&2*;i/-e&£ 0 
[0 2 4 5] 

(D l^;wc**U &i&v>L&5^>K t < Ji&Ji &v>L£j2^;v-c&& 0 
[0 2 4 6] 

;K y7x-;vx-fJK fh7HKD77>> l,4-v**"9->\ 1,2- h*5/JE.*> 

& t'i t»tK £ & it z tL h <n m&mm % x&u iu> c 

[0 2 4 7] 

RJ&ll»Hlia*l&5«-&v»L»4 8WNIK flF4 L < lift 1 0#4v»U&2 4B*WC*S 
o ^jMli»1M&-2 0*v>L«2 0 0t, #S L < 0 4 v> V® 1 0 om*. 
[0 2 4 8] 

it&m (n) ti> m*^>^(±^^ffiv-T>fk^% (iir) o>*xT***1n#.&mir* 

|±1SE#2 004-31 19831 
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, frmti- h; * a, frmt* u ■> a, u * F'Jf 

A % JftHH* y 9 A * ^©ttUfettaUR, -*-HJ*A> h*->H> tF'J^xh^K, * 
[0 2 4 9] 

[0 2 5 0] 

RfS^FffiJiil^l 0 55—6 0B#iS> jiflKlil 055—1 2W*4. RJ&»f£tt$i 

nr- i o~2 o or. 8r£L<f*o~i 2 om^o 

[0 2 5 1] 

aMMBW-ffrfr* (HI) l±> ^0x.{fmT^S^2T^$tL^^fe$/c{ivltL^mi:^ 
[0 2 5 2] 

(VI) 14, 4t^% (HI) fcR|«|StcLT»jti-4ii:**t?#*o 

[0 2 5 3] 

ft&b (IV) . (V) > (VI') isJ:^ (VII') tifpiR$^"Cv>*<)0*^CX^-C 



[0 2 5 4] 
Ut3 0] 




COOH 



{k&b (V) f4, ik&m (IV) «5*^#->Hfe*«5ni-aii:twJ: !) Sift"*" * £ 
[0 2 5 6] 

M%K^m^fi^M7GMthxit, mz-&frmikTfi'$-v&, frXtt&ivf+KT 
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y^A, v^a&^?>7;v#>;^js/?£#7^-7 (^-^«5B) 4if#»»r6ft4 
o »7c*J<»ttfl§*^ « a &JR*3*«ffc^-«»«<0*£\ (iv 

>&fam, T**w?>mtti&v#9W*4t* it^m (iv) i^i:*fu^i 

fcv>u&i o^eJK jfiL<iifti4v>L»5^, l *v» 2 0^* 

v> 0 % l>-f*WHJ tLttt, ^£{^bT;v^-^A, *-ffc7>i'5-SA > 

Jflv»fc*L*o ^^i<offilfiiM (IV) l^^izMLxmi *v*L& l 0^;K 
L < lift l u& 5 ^;vt?&£ 0 

[0 2 5 7] 

(iv). h*if^ftbiK*^fflv^tL*o flMftto'ffiJBSttfl: 

&to (IV) l^;WC*tLTi&5£^L3*Jl 0 0 0M%> t< l 0&V>L&3 

Ml tLXii^fm. ^8*7 A, ^h'Jif^TV^-f A, *^7-f Vlltb 

■J^A. t V^OTv^Wo *fi©ffflili, (IV) l*)\<KttL 

XZii-Ftim 1 &v>L*& 1 O^E^, EPS L < J±#& 1 Life 5^;V-e^^)o 
[0 2 5 8] 

»± RJS CTJ&tt* »«E £ M ^ r ft a © & & » M kLXEB 

V7n^^i-f^s y'7 ji-;I/^-t;v> rb5tKn75>, l,4-v^-^^>> 1,2- 

^*V'^>'J7 5 Kfcif075 Ki> ^BU 7at:i>i, f'j7JVtn^i 

[0 2 5 9] 

m$)iwm%^Lfoi o omm, utv< t±&ii$^&^L£j5 ommx&Zo KBM.m 

2 0&v>Li& 1 2 0 TC, jfiK (i^j0^v>L^8 om^o **«JlD»« 
[0 2 6 0] 

(vr) c^*. n$mm*7ji-$-) it. vc&m (v) otKn*y«4 rj&nt 

[0 2 6 1 ] 

L-C^**ls rfl&Ht^J tLtli, WxlJ7 7i, 3^*^ ^nyy 

t3ISttL"Cv>tUv^C6 - i o 7U — — ^^S'fcitJfjWlf 5>ti* 0 r 
ffl^Sr^LTV^T & «* 6 - i o 7 , J-^)i'*-^**'>3feJ tLtli, #lx.{f.* 
f-;V x .x^;i/&fc*OC i - 6 7^*^36. flil/^ F^rA xh^v^if^Ci - e 7 JV 
a^5/|fc*J:0 r - h n3&»e>Stf*t*tt!ftft*: 1 ^^L3MLtv>tUv>7x-;^^ 
*n;v^-^>'. t7WA'*-^t**>*^C6 - i o 7'J-;v^;v*-^t^f->i 

* y> p- h ;i/^>^;i/*-;i/^4r £ Jftf^f & ^i"2>o 
[0 2 6 2] 
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u;k : S<b***v^£if^^ a ^Wb*** , J>>Ml. stt-fkv ^fb'J^A 

K®> *^y>«ri:* l *»f fll-fi* (V) l^fcttLT^nyvfltfflfcttO. 1 

fcv>Lft3 0^e;K »t U< liftO. 2&v*Lftl 0*/K £<blc$jP£ L< lift 1 
ft 1 0^^fflv^ o 
[0 2 6 31 

£ 0 <b¥^ (V) l^E;W::*tLT&»£ftl£v>Lft2 O^JK $f * L < lift 1 &v> Lft 
i o^e;Wflv>&o 

[0 2 6 4] 

if<7)i-xJV«> N,N-^W^7U-, N,N-y^f;V7-bb75 h\ 'N*** 

t'o^N n j'vlltfHbMNRfc if li *l <b (DtK&fflk* if 

[0 2 6 5] 

RJS^KIiii^ftl 0#&v>Lftl 2W> ffiUliftl 0fl-ftv»L»5l»M-C** 

& o 

[ 0 2 6 6 1 

*-/Wtadfc Utt, 0Ox.lfmfb> ^v^w^-^&ifO/NU^WbCi - e Tfr*fr* 

_ j 0 T ij_;v^;v*-;v^if^ifbtL-2, 0 <b-» (V) l^^icitlt^^^-Mb 
#]£ftl &v>Lft2 0*;K fflL( lift 1 Lft 1 0*A/fflv>S o 
[0 2 6 7] 

i: L T li RlDT&^^i" S PI *> # I- K5fe 2 ^* v*tf*, 08 x. > -t? > , b^ x > >_ > 
•77ix)H-f;K fh7tKn77A l,4-v**^>, 1.2-5?> 

[0 2 6 8] 

Wv^f-^TS 4-y^f;i'7U e'JV'A N,N-y^f;V7x'J>, N-^^fcT^ 
Vv> N-^fJl/fn-J-y^A f **** V >4 ^Oi 3 »7 5 7fc®Hb± h 'J 

* a „ i»fb * u * a . Tkitf b >; ^ * a , y * a * if «>**atifcaL h u 

-^A*ifW^tt^«*if^We>tL* 0 (V) 1*;H:^LTM^1*^ 

Lft 2 0^K L< lift 1 &V>Lft 1 0*>Ufflv>&o 
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10 2 6 9] 

R/WfflfiilliMSjl 0#*v>U&l 2I$W. ffiKttftl 0#fcv»U& 5 
o 0&v»Lftl 5 Ot:, »*L<l±«J-2 OftV>L&l OOW* 

[0 2 7 0] 

ffc-frW (VIII') (5*;«K R b ' t±««i***L-cv>-ci J:v>^fcdc***7F-t] U\ 

x b immmtt&MttnMwm*. it^m (vn (vid C3;<k R b 

[0 2 7 1] 

<D r*»^*fCV>-Ct J:v>fijR (Ci - e) T^^r^J . ntJfcS <> J: vM£» ( 

c 2 - e ) t;w^-;H . r«m$tL-cv^-c^ iv^a (Ca-e) T^-^J x 

tft$fLfv»-ct iv»fijR (c 2 - e ) r^^f-^j , rii?^t^tu^c3-8-> 

^□7;v4r;vj , retfc$*L-cv>-c*> iv>c 6 - i 4 TV-ad & rs^^tiTv^-c 
U^C? - i 6 7 7;v^f;H 4WiU 5 o 

[0 2 7 2] 

*jRjet?fflv>A«afefcL-ct±, &mki-vv*j*, *mw)v&> xmwf-*^ 

v?>^rat^75^ b'JiW?'/, h'J^ntf;l/75>, H;7 , f>75> 
, H-xW>fy^D^7rA •>^DA^y^fJV7 5>, 4.y>W^e 
yy>, N,N-yVf;V7-'J>^ ^If^ V >>>> N-> tfn >J v N--**-^"* 

y v 9 v K& £<D&mT 5 KIR, thy>A>b*->K, th'J^Aih^^ i* u 
1^7 A tert-T'h^S' h\ #'J<7A tert-"/ h * v K* ^O&JRT^a K»& if^lf 
ibtt^o i*L<b*&afeM\ ffrfr* (VIID l^;W:*fUfel~l 0*;K $f£L<{i& 
i~3^;WEv*& 0 
[0 2 7 3] 

/fy7'Dif;px-f;K y7x-jvx-r;K ff9tKa77>, 1,4-S>*#fl- 1, 
2_y> h^yx^v^^x-f ^ "<>-tf>\ h;i/.x:;y, -> Ef\3f >\ ^^^>- 
fcifOSHbMtm. N,N-y>fM^A75 K> N,N-v^f^7^h7 5 K> ^^-^ 
fl/*7*'j7^f'J7§K4^7 5Ka, ^on^>, ^ddwa, Mftlfe* 

o 

[0 2 7 4] 

TO^P^{±@#^1 0#£V*L&1 2B#IBU ft* L<te£>2 0£"fcV>L*&6l$WC** 

-?> o 

[0 2 7 5] 

item (vnr) x b «JF^*s^«fji^©i^ (v) huc&m 
(vir) fc*0facj: «3ffii7K»Jo^Tt?$i^-r*^i:^«toT^ii3t-rsc:i^-ei* 

[0 2 7 6] 
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, ">jl->^ p-h^Jc.>^^*>Bt, 10-»>7t-^>u*>BJ> H^y-fb'-fc^lR^-x 
^©Sitttt*^ 7»fk^ f'JfA, *SMb* U * a a ^SMttftMfcfc 

'j K&if*Jflv>Tfc J:v\, i*Le>»*iir«[*ii, -fk^ (VII*) i^;K:WLtgjO. 
IftKliljO. 1-5. 0^e;^v^ o 

[0 2 7 7] 

L < l±*iL 4 Lv> 0 
[0 2 7 8] 

RJ&B#Hte3i#3 055—2 4!#H. L<ii3 0 55— 5 H#IWe* RJ&ffliKttai'fc 
0-200 t:, SfiL<liO~l 5 0TO4o 
[0 2 7 9] 

(viii') w\ x b (v) ufr&w (vir) t*im 

KB (->>-b">^. (Synthesis) > 1981^ 1-2 71) **UJB LT»^t* i t K 
[0 2 8 0] 

grJRtStt. -ffrfrW (VID fcffr&W (V) 7^**#>»yif^ 7^* 

;V5K>®vM yyn^K i,i* -(7^*;i"f-^)^^'J y>4J?«)77^**#* 

[0 2 8 1] 

it&b (V) ©«ffl*H\ <k£-% (vii*) l^Wc^U ft i fcv*L*& 5-=e/K ffiL 

[0 2 8 2] 

(VII*) i*;Ww**U fti&v^U&s^e/K «FiL<tt*&i*v> ^2*^^**0 
[0 2 8 3] 

*£J&»±£J&K*Mtt**«*Jav*'CfT3 0***fyc**o ^©i7 4*«Efc LtfiR 
>K y7x-;n-T)K xh^tiKn7 7>> M-v*^^ 1,2-y^h^yx^y 

[0 2 8 4] 

^B#W»ia#iB5#*v>U&4 8NfF^, L< fift 1 0 55-&v>L&2 4I$|IB"T**>* 
o KiSiMEttaiM&- 2 0&v>Lft2 0 CC. &i L< liftO&v^Lftl 0 orT-ab^o 
[0 2 8 5] 

-ffrfrW (in) WL$>2>^\±M&*m^-cVc&m (viii*) ©j.^-f-/u**ln*5'»-f 
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TKm^k^- > v * a , *BMfc* y * a , u * a * i? «>*k«&*^ y 

<i7 a ^ &gfe*y *Afc£<0«teia3B, h y h*-> b\" i- V } ) 9Axf^> K, 
* 'J a i= ^ h ^ y 7;v 3 Ki, h y xf;v7 5 

*^/AT5y>4if©3&«4aafelH4^**fflv^tL*o £ it fc»*J -ffr&W (VI 

II') i^;w~**L-t&0. 5~ l 0^;K »* L< \±®0. 5~6^;vfflv^ 0 
[0 2 8 6] 

4»«fcLrt4Rje3&»aiffi-&K»)JRF^K5fe*tL4v^ ^Jx.{4*p« 

^*^>&if0^^t7fcflSu ft** xl^fcKn 

77^, ^H^, 1, 2 h4r~>^* ^fcifO^-x^Hli, N.N-y^^JV*^^ 

*frffc£fc*, l,2-v*nnj^>& if <7^n^Wbmt7k*»U 7-bb-bV^, T'nft 

— h y ;v&ifo- Y y r-feh>. h ^&if > v^-^;v* 

[0 2 8 7] 

RfB«Piait±ii#l 0 55—6 OBfMIU Oil 043—1 2HWt«b4o Rj£fflfiEt±a 

f-10~2 0 0t, ftt L<(40~1 2 Om^o 
[0 2 8 8] 

(I) ifci4 (VII) t4. ±B«fc*fcfcJ»C-aK6-c£*o 

[0 2 8 9] 

±iB#RJfcfc*5V>T. f.M'&il^tMJ: LT75 y^. *;vtfr# v;i^> tKn* 
[0 2 9 0] 

7 It {4, tzitZti-etimm&ZGLX^x i>±^ 

Ci - 6 tju^)V-Hj)V^=-)V mZ-&. 7*t^ -/nfcf^^&if) , ^O'V-f ;v> 
Ci - 6 t;V3^v-*;V5K-jv (#UxJ4\ y- h*3/**#-A', xRy*^-^ 
if) > •7oi^.;V^-^rv'*;V**— JK C7-1 o r?**^**^-***-^ (MxJ4\ 
^ > y ;u ^ ^ v * & if) „ > >J f 7^n/f^^v'5>*Li 0 -rttibog: 
&&i:LTIi, Aoyyl? (00*.**. 7 5-1 ifi*. 3?St& if) . Ci - e T 

)V*)V-li)Vi$=-)\> (ttxtf. 7-fe?-/K 7°ntf^-;i/, ;*vy;i/£ if) . -hn&ifrt* 

[0 2 9 1 ] 

T)V*)V (0Jx.tf> J.*-/K ^"ntf;v, ^fv^nt^K tert-^^^* 

if) „ 7j^, h'J^K >>y ;v*if**fflv>ibtt^o £*L<bOg&3£i: LTti. ^ny 
7?f, MIS, a^Ss&i?) , *;W;k Ci - e tju**-* 
(fliittf, 7-fe-^K :/nlf*-JK > -hn, Ci - 

6 T)V*)V ^>>K .xf-ZK tert-^f-JVfci?) . Ci - e 7U— * (#UxJf 

, ^-7^;v^fc*) ftWfflv>e,*L, rafc&<0»lil fcv»L3«gJK*T?*a<» 

[0 2 9 2] 

tert-^f-;v*if) > 7x^JK C7-10 75W ^S^v&if) > Ci 

- 6 7;v^;v-a^**-^ (^xi4*. 7-fe^-;v. -/n tf if) . 7i-myA 
;v^-;v, C7-10 77^^t*v-*^-^ (^lx.{4> ^> y^*^f>>* juK- 
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! _ 6 (#!lx.tf. j^jk tert-^;v^if) , C? - i o r-7^^;v 

(fdil^ , Ce - i o 7V-;V (#!lx.tf. 7x-;K t7fiV^t') , 

[0 2 9 3] 
10 2 9 4] 

^~ftL<DW;&Ki>, SfbK^MKJ: <9> IM4£®50S> Tv;HbSJS> 7;^;HM^ 
v^i-?-(7)-oj^±^a^fe-*TtT^ £ tKX *)ittem (II) (HI) 

977^ (j*L#tBj£) ztKwim^mmmztiZo 

[0 2 9 5] 

^wem^bti&K&w^ ±mv?zM7k& j ?!$m 2 002-265457^, &m 

2002-212171 -?\ #ii2 0 0 1- 2 2 6 3 5 0f, #H 2001-19997 
1 -f\ !|12 0 0 0-1 9 8 7 7 2f, #13 2000-80086 -S§\ #M 2000-3 
4 2 6 6-t> #§J3¥0 9 -3 2 3 9 8 3-t, #Hi§¥0 8 -3 1 1 0 6 5 if KfBm^ 

[0 2 9 6] 

:8iS> fifi-ffc, W£S, F^77-f-fCJ; &RiS*ifc*5>**, 

[0 2 9 7] 

[0 2 9 8 ] 

[0 2 9 9] 
[0 3 0 0] 
[0 3 0 1] 

*n^oft^ti« 1427 3^immmm^mit, ^-r^mm^i4Kmm.^m$> 

[0 3 0 2] 

^ 1 4 2 7 3£##«iBfW&fWB. »:1 4 2 7 3$«*7^ 
^^•LT^<9> S <^ ^Ollftfflfe^&V^Jb, 1 4 2 7 3 

flgff^k $f^b<« 14273 S#fltfttt*J (1 4 2 7 3 £##7 M t Lttffl 

[0 3 0 3] 
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> Sfl»&S*fl»*>l' j ev (ACTH) 4MfcH»f1Ufl (»SL<«^ ltM»<b^^U-fe 

M&m. xhisxwmftm. m&&mm*»*> (acth) avmrnftm) 

-f>^U>«ajl»*l. ^M^PHSfflk M*&«W»*^*> (ACTH 

> (ACTH) 5H&«J#J) ifc-fcLT^rffl-CafeSo 
[0 3 0 4] 

^ftWO-ffc-ft****^^**!^* 4 - 7 7h, ^A** 

* = , -f^ ^v. tfV, -fr/K U^) K^Lt, «ii)tl 4 2 7 3$ 
#«fgPtiif^ffl^*Lrv^o-C^ 1 4 2 7 3 §i^il4t^41ii«l^J i ^ 
11 1 4 2 7 3&&fcl>*m J 5-1rZ>mmtt:temB<n : ?ffi • ?&£e$i]2: Ltfit^io 
[0 3 0 5] 

frV-*sA, 7vK-y^ HIi^li> iWalflL;^ ft) 

2fci>fiU >l>®5«*. tt««6*#, IBM. JEMS:. («*.»*, Ti 

#Ut*«<HftTJg> TS-fM3-*A*E> m«Jffi> *S§*i> ?y*syjrm (Tlfttt^* 

HBlft$J6U #5t&EiftK. TIM >x*)>to.M. SiSI^ ftFFA£, W+ttflliffifiE 

, JMJFK «k*^*«l»#, JEM. («U 

(CCK) , ^h'J-^^>Hlf h'J-^T'f K (GIP) > ^HJ>, 

*=r^«^^K-i (glp-1) > w^m, 1?* v v y-jm*-?* K> 

[0 3 0 6] 

>P$3gSfc^iE^<0lBittSttJRiEfllP. ft&WSS»)m3&J£* (PTC A) 'frffi 

sMt&A (chd) . mwa*& . mmftmmi%m&£V ! *<nmftm%¥<w&& 

[0 3 0 7] 

£ibK. $HM^fc^«rtttri5:aglllt M*&KJW**A'*> (ACTH) fl- 
fcWfffltfi (#2L<ti. ■OJteWW***** (ACTH) fl-^WIW^) * 

m rp>b&i®fo* »je> nman. wm&BL®m&, mw.m, mnm 

% xn-;vjflL. Sifii^ii#-^) . ill^K^SiS. tt^ttllfc^A (Wx.idT. « 
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IHSHEftJ^ fi^#5&#^> , JflL^-fe »14«:JflL> IRSSfcM 

cTHmai) . &m&* wvtm&, mm 

im*t, mnm, mu^^ tujunt^H, 
as, je#teT\ ^ajiil^ ^3^tn-jn, miBA** ^ bo 

[0 3 0 8] 

uit, mmmKit, 4>xv>mfm (id w >xv>&v&fm (ni) 

[0 3 0 9] 

JBmjROffl^m^ov^Ttt. 1 9 9 9#fcB«^^*fctffcfc«5£2fe*#»& 
[0 3 10] 

12 6mg/dia±, 7 5ggnyF7iM^(7 5gOGTT) 2 B£lM OMR 
jfiUgfcj3tt& $01/ n t6 ? 2 OOmg/d 1^ Bt^FlflL«fil (tffliUliLfIt 

#2 oomg/d i &±<D\,*i?tifrZ7F-ttm"?$>2>o ttz, ±mmm 
miizmm-^-r, rmM.mib.wm («« k *s *t a ^ ^ n - * #nomg 

/d l*»$fcli7 5 gjgPrK*»*Wttifc (7 5 gOGTT) 2 ftlMft («*«£ 
Stffc^a-.***) **1 4 Omg/d l*t^t^J (jEHTM) T?4v>*fe|g*, 

[0311] 

Sfc^ Hm^O#(Ijg^lCOV>Tfi, 19 97^KADA (#MfiUg|5*£r) *»e>, 1 
9 9 8¥i:WH0^f., #fcfc«5£^a*»&$*vcv»a 0 
[0 3 12] 

) tfl 2 6mg/d 1 JSLt"C$> <9> a»o, 7 5 ggn/K->IM^t2rat (SMfclfiL 
*K*3»t£* p *'3-*iftflE) #2 0 0mg/dl £l±*^1-^-C** 0 
[0313] 

*&£) ^1 2 6mg/d 7 5gin7'K'7«fifKt2B|il ( 

»JRjflLiSC*»t*^a-^aiK) 4 Orag/d 1 J£LL2 0 0mg/d 1 *MSr^1" 
«JK-C**o £<bt'> ADAOi^PiWf, £Iftl$JfiL8Mg (#JRjfoJ*fc:fe»tS2 r A'3- 
#1 10mg/d 1JJI±1 2 6mg/d l*i©*ci^IFG (Impaired Fast 
ing Glucose) b&JZ 0 — ]£\ WHO©i§C<ttilf, ilFG (Impaired Fasting G 
lucose) <9?*>, 7 5 g 2 WW®. (»JRdMllfci3»t* 7* = 
jg) #n 4 Omg/d 1 5k$t"Tr&&#;ll£ I FG (Impaired Fasting Glycemia) iP? 

[0 3 14] 

IFG (Impaired Fasting Glucose) teXXflFG (Impaired Fasting Glyce 
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mia) (D^m • X&BMt LXi>m^biXZo £ 3«&9i©'ffe'&*M\ ffftfig 

IFG (Impaired Fasting Glucose) ttzltlFG (Impaired Fasting Glyce 
mia) frbffim.ffi^<OM&*®jlk-t&Zt *>T?#*o 
[0 3 15] 

8k jRttftk *7 p -fe;^J> (7 7 h *Zf*)\<i'£tt) . fltfik ft#t#k «k &1&Mt&<D 

mmmitLtzm-. &nmxi*&mnt& m. mm. urn. Bm&^m 

[0 3 16] 

*%w<Dfo&mommMm*v>^Mte, mm&tiw&o. oi*v^»io oit% 

jfiL^.t* (#£#&6 0 k g) KttU 1 BSfc *K ^r«UK^ [*S&93<Z>ft£-tl) 

0. 0 1 %^L®3 0mg/kg#». L< tii&O. 1 2 0 mg/kg#M*, IK 

ff* L<l±fclfcv*U&2 0mg,/kg#m£l B 1 4v>U»|IICfi-»tTftDtt-^1-*«.»f iv> 

o 

[0 3 17] 

8k Steak th*&k Rsrak ffl»»j«o«jn»*a±, itfflv^iHt^o 

[0 3 18] 
[0 3 19] 
[0 3 2 0] 

*fr&ffli:LTWk ix.l^ B B B -b^n-^, fin, D-vV-h- >K 7*zhV>. * 
[0 3 2 1] 

/i,n-**/!/->?A. *mi/^f^^-ftb'^A, L - 1 Ka * ->7*n tf;H* 
[0 3 2 2] 

[0 3 2 3] 
[0 3 2 4] 
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[0 3 2 5] 

*gfrfb*!U: LTJi> WilfrKOil, D-V;Hfb-^ Mth'JfA, ^y-ty 
[0 3 2 6] 

o 

[0 3 2 7] 
[0 3 2 8 ] 

[0 3 2 9 ] 

[0 3 3 0] 

o 

[0 3 3 1] 

, 5ri«*j, fls^t*ft*i, ti&m&M* iusmwm> m&mm. mzmtu ammmfotm 

, SuM*, SlJ1A^> «K-*fcAJH, AIM. JfcBWS, ^l**^ 

-m. m^m, &ftmm, m.m&m> rnmwtm* mmnmm, ¥?$>m, 
>mmfc, mm&m. &m*m. mm • m&mmmm. mmmmmmm. r^-ttM 
&mmm. tv^^-mmii, rem, *->v h**s &w*tif&. 

[0 3 3 2] 

#j ; -f ^*y ; -/n^ 5 w >*y ; >^y >W77^ > >J^(ifi 
t^'jr/^lttt^ (jfiL<tttt»a) > ho^y^y>, ui,?y)*vy*iz 

\±*<DM. (ft* L< tivW „ l^y *^>(Reglixane)( J TT- 5 0 1). * 

h ^y * V^Netoglitazone) (MC C- 5 5 5)> YM-4 4 0, GI-262570, 
KRP-297, FK-614, CS-011, (y E)-y -[[[4-[(5-^ *f-fr-2-V *=.)V- 

4-^-^-9-yy ;v)> ^->]7i-;v]^ 5 y]^ W099/58510 

tCjEtRO-ffc^W (iill(E)-4-[4-(5->fJV-2-7x-;M-t+ty'JjV> h ^r->)^> 
^;vt^^'f5y]-4-7x-;H&i) „ W001/38325KfB^O>ffr£J$u T^?*) ^-f-;v ( 
Tesaglitazar) (AZ-242) > JifirVtlf-fr (Ragagl itazar) (NN-622) > BMS-29858 
5. 0N0-5816. BM-13-1258. LM-4156. MBX-102, LY-519818. MX-6054. LY-510929> ? 
y 9 V>(Balaglitazone)(NN-2344K T-13l£fctt THR-0921) . a-V^^^V 

— eEE##J (flu 7#;i/#-*, h-^ x^'jf-hf) , tr 
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w^y->\ -b-f-^y — h\ sf/yiKifciit©*^*****^ — 

K^] GLP-1^7^-^h [«, GLP-1, GLP-1MR&K NN-2211, AC-2993(exend 
in-4)/BIM-51077. Aib(8,35)hGLP-l(7, 37)NH2. CJC-1131^] . V^-f+VWf+y- 
-tflVMSl] («, NVP-DPP-278. PT-100, P 3 2/9 8. P93/0K NV 
P-DPP-728. LAF237, TS-021^) , p 3 7 b («U CL-316243, SR-5 

8611- A, UL-TG-307. AJ-9677. AZ 4 0 1 4 0^) . 7*y >T 

^ 7 7 ^ --fe'ia^J, r/yt&SujfflSF) , SGLT (sodium-glucose cotransporte 

r) (flU T- 1 0 9 5^F) > ll^-H Kn^^f Ff t Kn^t-« 

m m BVT-3498^) „ 7y*^^f>^(i^m IKKES*^ (flU AS-2868^F) 
S^?V V7f^^f>»« (W001/25228, W003/42204ffi«W 

W098/44921. W098/45285> TO99/22735|B*©'ft£W) , ^*=» ^ffittft 
H Ro-28-1675) S^WfcftSo 
[0 3 3 3] 

/n'JI/V** y K -tf^V-:** y K (SNK-8 6 

0) , 5t^^7h (ARI- 5 0 9) , CT-1 1 2«) > «8«iHWiW 
(0U NGF, NT-3, BDNF, W001/14372^|Bm^-i-a h u 7 -f >M£. • 
frSMSiJ (0Jx.wr4-(4-* n o -7 ol-;v)-2-(2-^ ^;v-l--f 5 ;v)-5-[3-(2-^ f- 
)i/7x;^)^n^]W/-^^) *) > (PKC) 
II («, LY- 3 3 3 5 3 1^) . AGEIfi (flU ALT- 9 4 5, t 
v N-7xt'>^7/^A/n5 K (ALT-766) . EXO-22 

6 ALT-711, try Ky V (Pyridorin) , feTy K**3 . («. * 

*V , Kjm«4£3ww k*) > v^h^^Wflsffcifc* (bim2 

3190) > b-v^V^^-^V^^^-T"^ >^^r^--tf-l (ASK-1) MH^^f 
[0 3 3 41 

i/^'X^fV, n^x*f->. TF^^f'A -by 

9k> TO97/10224KE*«>*frfr*K #Ux.tfN- [ [(3R. 5S)-l-(3-7-fe h * ~>-2, 2-5» ^ 
7 B ne;v)-7-^nn-5-(2,3-vV F^y7x-;v)-2-t*V-l,2,3,5-r h5t Kn-4,1- 

^w^-^-t^tf>-3->r;v] tf^y v>-4-s^m*^) . 7-f7-9-f^ 

ft (flU ^f7^9-f, jro7-f^->, ^'jy7^9-b 
, ffiBMfcffl (0U y#SL 7n7^-;H **«a|MffetL*o 

[0 3 3 5] , 

x7*nt^r/, f;V5t;^>, >f/u^/u^y, *Vfr/i> 

l-i[2'-(2,5-yt Kn-5-^^V-4H-l,2,4-^^r^> ? Ty*-;W3-^;V)lf7^-;V- 

#J (^0> v-v^tfv, =.y^V\£y. TAn^tTv. x^n'^ -*;vv?if>^) , 
^ n - v >^^tf h ti& o 
[0 3 3 6] 

5rA yy>7VA 7V7x7-7*>, f*t^7x^>, 

7x^v7n;V-^7rA fwoWv** \ MCH^##^Sl* ($k S 
B-568849^, SNAP-7941 ; WOO 1/82925 J: OT00 1/87834 K^t tl2>4t&®m) \ 
^K«S«JE («, CP-422935^) ; *^±ey>f FW#»J«« (^J^ SR-141716. SR- 

tiiSE^F 2004-3119831 
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147778^) ; ^»&£g ; 11/9-* Kn^f^fn^ KfH Kn^f- fe*IS«S (« 

, BVT-3498^) m) , m^^-^mmm (fiL K ATL- 9 6 2 30 > p 

37^ > (0!k CL-316243, SR- 5 8 6 1 1 -A, UL-TG-307, 
AJ-967 7. AZ 4014 0*§0 , ^^fFttMWI (flU Vf^>^ CNTF 

L— 1 5849 ^F) „ SMtftlMX (flU P-57^F) *##»f 

[0 3 3 7] _ ^ _ , 

^y^/HKfc/l/^AT^T'nS >*) > ^7vKffl («U if7yK, ~s*w<y 

(-W 7^^1/7 5 K30 % ^n;v^>-b* ^^;VjJ>>T5 K^WJ (#l> ?ufr?V V> 
, >7;^>K, -f >*r^3 K30 . TlAtS K\ >fVV;nfK. i^^U^Hft. tfl/^- 

[0 3 3 8 ] 

fo&m&ffltLXlt, Mz-ttrn'*MkM (0U tOn7*^775K, >f 7**7 
rut) > ft»«»J («, ^vM^-fe-K 5-7)Hn^y>f) , St*ttfit 

y u > & Iftiffrt Lv\ 
[0 3 3 9] 

t: v/^- % ft&m&iS&n '>^^7A 
n^*^ (ID 30 . 3n^-*ijaHT- («, ^W^nn-fiJ^S^ j.i;*u#:t 

tt^lifcUTIi, -WiLtfT^trV 7-t>7^7xA ^fvK^^^V^if©* 
[0 3 4 1] 

>T h 'J 7A(dalteparin sodium) if) „ 7^7 7'J> («, 7^77^ 
# <J 7 A & if ) , #t h n y tf >^ (®k 7;^hD^> (aragatroban) & if) > W&feM 
m (#I> 7 n*V- ^'(urokinase), V*^--tf (tisokinaseK 7^f7 7 --k*(altepl 
ase) ^-r-7 P '7-^(nateplase), -=& 79 (monteplase) > ^5 f- 7*9 --H(pamite 
plase)& if) . WttWkWtm (flU iM** n fcf>7 > (ticlopidine hydrochloride) 

~>n** v*-;v(cilostazol)> ^f3f^>Mlxf^ ^9 7n* h ^ > y 7 A (berap 
rost sodium). ;V^^V 9 - Ksarpogre late hydrochloride) & if) 

#ffi4i4^Ji: L"Cli. ^x.idTT^7r*;v-> (alfacalcidol) „ #;W>>y 

(calcitriol) . (elcatonin) . ^^riJl^'y h (calcitonin s 

almon) , x^b'J*-^ (estriol) , 4 7Vy?#> (iprif lavone) . Kn>» 
-•f- h'i^A (pamidronate disodium) . 7V>Kn vflfe-f h V 9 AtK^J%I (alendronat 
e sodium hydrate) > -f >* KnyRTt b'^A (incadronate disodium) ^#^lf <b 

[0 3 4 3] 

ffi|iE# 2004-31 19831 
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$>mtLX\i, Wittf fcT* 5 ^Bl, tf* ^ >B12^3*W kft&o 
[0 3 4 4] 

*L^*^Ji:t-C{±, tfflx.if** 1 ):' (tacrine) , K*^5>/u (donepezil) , V;**^ 
tr<y (rivastigmine) > ifyy^<> (galantamine) ^tfWUfbti&o 
[0 3 4 5] 

MB. ■ B^^MtLXit, mz-lZMMy 9#*-9— b (flavoxate hydrochloride 
) , Ifi + yyf-V (oxybutynin hydrochloride) , i&m^n fc?^ 'J > (propiverin 
e hydrochloride) 3£*Wf <b*L&o 

£0 3 4 6] x „ 

[0 3 4 7] 

tfffi#*J ($k >T>K> C^r"V>^- • U*- (Cancer Resea 

rch) , §4 9t, 5 9 3 5-5 9 3 91, 1 9 8 9*), ^D^rD^ill; (flj, 
^y^.7=-n-;VT-bx- b) O* -V • ^"^ ■ * U — * ^ • * y 3 a ^~ (Journal 

of Clinical Oncology) , *1 2 1 3-2 2 51, 1 9 9 4« , Sf ^fn^ K 

(011, ^-9-^-9-V^^) , >F^oy5 5K**a, f h7tKo*^ttV-;Hl 
#J (*St»±v>-rttfe±iBfcRI») , !gJ»«:»3fc#«l («U x-fat^^x'/W) 
y ^- ^ 3,3. . 3? ^ _ t^-;v • ^- ^ • ^ ^ (British Journal of Cancer) , ^6 8t 

, 3 1 4-3 1 81, 1 9 9 3*) , Jfc****^ I6F-1, v>tt3Eft«*»* 
fSH^STNF-a, LIF, IL-6, yMC»t*tt#ft f 4* 

[0 3 4 8] 

2<bK, «Hblfitttt(0l. ALT-711^), HtSfflKi, Y-128, VX853, prosaptide 

m), tit^omw. r^-fy^y, 7uv^'j>, -r 5^55 >), «;ta,*a,* ( 

0j % y^YWy^ }>W"79fr (Trileptal) , ^7° 9 (Keppra) , V*77> (Zoneg 
ran) , -fV^tW > (Pregabalin) , A-nt 7 ^ K (Harkoseride) , #;W*v-tffcf 
>0 , fft^JM (ffik ;**->V^» , TWa'^S^r/KW, ABT-594) 
„ J-> K-feV V$»IHiaa (flU ABT-627) , T 5 VH^*IfI(i, h^K 
;v), J»*tt«**(ffil> GABA^##^«l* (#3, 

y^-ymm) , «2$#MiiI (#K ^n-y» v ^ff^JSH (flU *Wv» 

[0 3 4 9] 

>5> iT. t, t&^Tt ^ <<E> 

[0 3 5 0] 

-5) o 

t±i!iE# 2004-3119831 
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s *&W<o4k&fo S4#*^U ^CS4U4iv>U 2 MJ |* 
[0 3 5 2] 

-fb^i:#^^fc : S:|WlNFl-^HkbT#«btt^m-^WJ^^ (2) 

x*<D\%m&*&^x<D&j*, (4) ^m<oit^tmmmmtiwi^^m.m^xnh 

*L*2«©«*l«)**ftK#«*WWI*t9:^ (5) *»«oft*«iffffl*»fc*9i 

[0353] 

[0 3 5 4] 

, tfi*£iJ> "R*aU MSfl^iSSn***:^ Sliv^^Hti 

& o 

[0 3 5 5] 

#j a. f #sif§ <z>#ffi#j c * »t * w ait*m o^-^s tt > o&n c x o r *Bis 

t*^ atwu^Jtttisio. 01^110011%, »iL<i±*fio. i&v> 

[0 3 5 71 

SJ^l^U-CHlO. 0 1^L10 0lt%, ffH(W0. 1^15 011%, 
SfcfcfiP * L< ttifcO. 5 4V'L2 0li%8S^*4« 
[0 3 5 8] 

a#jafl^fc**LT»lfcv»L9 9. 9 911%, »4 L Htm I 0^v>L9 011% 
[0 3 5 9] 

ffiiE#2 004-3119831 



mm. 2003-394848 



^-v>~ : 53/ 



10 3 6 1 1 , ^ o n 

*&W<Diki*rm*tz\mmmm&. fl«J (0!l> (Tween) 8 0 (T 

h7^;t^-til> *g) , HC0 60 (Bjft******) , #'jxf W^'Ja-*, 

VMS*) > Wfltfffl (flu MtbVfA, *fls*y*A, v> ' h Zi;\^ ;l/l1 .- 

trw?*** ^U^7^'a -?>v;vr;i/3 
->M$) »»#J OWL ^'J-bUV, ^^vr/f) , ft^BfiffJ ($U ^nnuv^ 

[0 3 6 2] 

*A #yifV'/^3-* 6 0 0 0£if) *if*»lx-CJE3S^L. *v»-Oi&K 

n _ ;K y^f-ix 8 0, — F68, -t;VD-^7-tr- >7^V- K 

tiry^-b, t^K?^y> (n-Attft, lM?, * 9 7 9 D • 7* 

isxv&m w> Kwrn^btiZo mn&JB-mwmn 

[0363] 

Lxit, m*.\ixtiairj*M> w-^wMs r * y * 

^L>S> o 

[0 3 6 6] 

ffiiE# 2004-3119831 
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C l ] ftit*!* x _ _ 

[0 3 6 8] 
[0 3 6 9] 

jiiB^i,#m. tuf^ttfcttu, f y * a, *v*A&£o)T*'iiv 

[0 3 7 0] 

ftM^WfPJ^t^M fcli#fl§8ft<0»KttO. 5-5 0 w/v%. Sf4 L< (2 
3-2 0w/v%SjK"C**o SfcSA^mttXtt/^iWJ^Wft^aWE'lO. 5 
~50w/v%, §f4L<{±3~2 0w/v%miV J . 
[0 3 7 1] 

^Itll) „ m^ij (#k a^y-tyj', >^5^tjt) > »«MS®*l (flk yntrv 

«2> o 

10 3 7 2] 

&!tt&J{i. pHiltp^JO^nt-i «9> pH2~12!fiL<lipH2.5~8.0t:lI 
•f ZOifiX v> 0 
[0 3 7 3] 

[0 3 7 4] 
[0 3 7 5] 

ftlxJfl 0 0-12 lt;o&#-C5~3 O^fcEbPftOTP* 

[0 3 7 6] 

ttiiE# 2004-31 19831 
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[0 3 7 7] 

]>^va.^;V >?^'JV- h/S^^^A^ ^'JV- Y/7 ?/7JK)M^ 'J 
V- h *° V 7 * U *° V * ^ U *9*V )VmTfr*fr7 5 

. #y***yi'-K ^^^^'^7U*, 

;7^;M^'Jl/-h*l^ #U 9 9 y ) frWiT > K U K) . ^Vv'v^ 
^ ^_ fc5b»t*^K?^FRS-10 0, RL-100, RS-3 

0D, RL-30D, RL-PO, RS-PO (T 9 'J ^m^-^ • * 9 7 * V *Bfe* * 

E-3 0D V ■f-Jb' ' TP*) flst&z-rf- 4 4fO*-fK9^yh 

[0 3 7 8] 
[0 3 7 9] 

-tffv- (Carbomer) 934 P. 940, 941. 974 P. 980, 134 2*. 

$ — •$7 4 )V (polycarbophil) , *^'>9A# 1 J*-#7-fA' (carcium polycarbophil 

) (f|lttV»f*l4BF^S'K , ;yftt») , ^^73- 1 0 3, 1 0 4, 1 0 5. 

304 (v^-ftL^fn^M^ oho «) ^^»m* 0, ;t^ 'j^mm^^tfbtLSo 

[0 3 8 0] 
[0 3 8 1] 

#y e-;V7^3-;K jjey jc-f-i/^V fc*£*ptf fb*i& 0 

[0 3 8 2 ] 

^Sc14»OMraJ^i5^-2»7K^tit»®^^^fi^3 0£v>L&j9 0% (w/w) , 
§f 4 L < 14 » 3 5 Lib 8 0 % (w/w) . £ <b 4 L < ti^J 4 0 L 7 5 % (w/w) 

#fltt#y^-0"&^tt&3av*U&3 0% (w/w) . »4 L< {4&j3&v>L$Jl 5 
%(w/w)t?**o ttR»Jtta3ictt»KS:$e>^^"Cv>T'b J: <, *©»#*K#]fc*i*t 
**fcjctt**0>*#*tt*& 5 0 % (w/?)aT> $f 4 t < »±#b 5 ~#*J 4 0 % (w/w) . $ h 
»4 L< 14&5~&3 5% (w/w) T-&£o iit?_hlB% (w/w) tt«RSm*&*« (« 

[0 3 8 3 ] 

Wtt^K«^14^U^-^^^^^**^^4^Jci#^{4^i{c^^^«^J^ 

I. H*J**tr««>W«o 
[0 3 8 4] 

ffiSE# 2004-3119831 
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[0 3 8 5] 

##«ttXtt*Btfc©»£\ ^L<^150*^L2,0 0 0/i 

m> $ liZffi-t L < l:£$J 5 0 0&v>LiS$l, 4 0 
[0 3 8 6] 

jft&ftk «hr*u 5fcs&fltfM)s*»<fru a**PLtBLasttft, *ttJM*Mfc4*»= 

<fc l)l»^o 

[0 3 8 7] 

^Ht^Sl^ & 0 . 5 9 5 % (w/w) > 0i L< 1^5. 0*^LI)8 0% 

(w/w) , $ *b fc&S L < tt» 3 0 ^rv> Lm 7 0 % (w/w) 
[0 3 8 8] 

[0 3 8 9] 

->7A(ECG505). *n**;v^n-*:f-h';7A(Ac-Di-SolK asWS^U u 'J 

K> (*n**°l£K>) „ HfiStKD*'>'7 P D^^ D -^ (L-HPC) 

*»fflv>P,tL4 0 3c^k#JfcL"CI±S5Ift. ^x>f, n/N^m. 7v;vf, ^W^i 
[0 3 9 0] 

;v (flU *9J-K, x-9 ^Ii4*lP*)!lt^*J*^^-^4 

**£^tMt3*Lfc<b<0jW£/fl-C#, 100^ m&v>Ls& 1,500 

[0 3 9 1] 

L"C#&1 &v>Li&l 5% (w/w) „ flP2L<li$Jl£v>L&l 
0% (w/w) , £<bK$f3: L< fi£j2 &V>L£>8% (w/w) T?**o 
[0 3 9 2] 

[0 3 9 3] 

II. #<0«lft*Jfc.fcS«« 

ttifE^ 2004-3119831 
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[0 3 9 4] 

So 

[0 3 9 5] 
[0 3 9 6] 

ttKMOttHfi. « (mJOtSt^#i*v>) KMLX®l%^L®9 0% (w/ 
w) , L< Ji#5j5*V»U&5 0% (w/w) > S L < l±ifo 5 fcv> L 3 5 % (w/w 

) "CafeSo 
[0 3 9 7] 

i o o%^trajl:$*>&ut^T-i, 0iL<m £v>l&3 o%-e*So 

v y u m jv r )v =1 - w& KKtL^o xrfc t t <d m&tf&mM <r> mm t l 
at % ?^zsm. 7v;i/f, vw t^m^*nx.x^ 

[0 3 9 8] 

?->K -tf;v7;i/a-;v > 7 V ^7;va Jf&nlilftJ t LT & <£ v* G 

[0 3 9 9 ] 

[0 4 0 0] 
[0 4 0 1] 

jsjfett»#jtt^ fim^-c**asw twiner. «w*ipt«fsiiia#, » 

) tsu Ttr-fe;vPH l o l > »*K HK&^K^m 

a*^*>*T«ffit?s*o mMMv&ttttmk&m&MKttvx. mum*. 5~ 

|t)99. 4w/w%, »JL<I^2 0-159 8. 5 w/w%> £ h £0* L < {±15 3 0 ~ 
#j9 7 w/w%-C*<So 
[0 4 0 2] 

a«Ctt«#J^*»t&*1fe©'S-*ti. igfe^^S^ML-C, 5~~£j9 5%, # 

miE# 2004-3119831 
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t L< fi^j 1 0%O®ffl^*bMJCS^-r*^i:*«-C#*o 
10 4 0 3] 

G- 5 0 5), ?u**)V*u-Ai- h y <7A flMfcJfc (flc) ft, T^vV;V). 

^n^if^ BASFttS, a'JK>CL), ftt^ Ko*i/"/n^ 

-b^n-* (n@4fc^ (#) )> f- (&^Mt^ («0 , 

$L (M) PCS) fc^J8v><b*U LTR** **v*tt$E*« 

tLS*». afttt«t#J^*K*tL-C, 09;ltf&O. 05~H)3 Ow/w%, fff L < 0 
. 5 1 5 w/w%T'$>^)o 
[0 4 0 4] 

fcLTJi, j^lilf^J (ft*.!*, ->a*t> T7lfT=TA*, >tf;Hr;vn- 

A & ^<7) 7 - * JMSMttSlI * ^'Jt^yif V > flBflfiBfc^* x ;v is i # V * * ~> J- 

fl*!k ^m^Jh^J^^ ? ffiv^tL^,o £j&ffe*!lfc ttI5®> ^>S> 

[0 4 0 5] 

[0 4 0 6] 

feKflte-U jfca-raifcfcJ: *)iitH-&£ t* ? -C#^o ±I5fl^ti, -ft^fflv>fe*L* 

fflv»Ta^Lfo«, asafbwuatt*. «£»JHt*«£*^fc.fc ^tt^-t^i o 

[0 4 0 7] 

$Ti^ ^y*^«S9> PKrta^jSWJ»±«*J4if<OH^»#J"t?*oT'fe iv>U PM 
[0 4 0 8] 

miE# 2004-3119831 
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[0 4 0 9] _ 

±mmm\tLxa. junk d-^^-v-^. rv-fy, « 

*'iV>9A, nn>f Ki/V #fti?* ? W<b*U AfT'J^^^'J 

-?y- y;vif 7^ h-*, *n-^, ^'J-feV >\ m*ft 

-b*a-*ft^) #jfiU»o **tttt*'^-fc^tt^ f7^T*vh^A N 

^ 3k*ttf>^>. **y7*y;m («k . #y***y*flk #y*- 

;V7;V=r-;K tf'J xf W^y 3->K #'J ei*lfn'J K>, #U -f T 

[0410] 

[0411] 

T(cast)7^;vAi:i-^, 0 sfefc, nTM^J> mttiikM* M&M, mm 

ft/UK*-*) HtnTUv>.Ill±, *SffttSlBi:#*tttr, K**-" 7V 
-Kft^SWt^*^-*** (ffiL<ttlO-1 0 0 0 ^n>gS) \Z*ft,*& 

miE# 2004-3119831 
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[0 4 13] 
[0 4 14] 

(psyllium)®^^^ t'WiWtlfiift < f±MM4* ^I;77lf7 

[0 4 1 5] 
[0 4 16] 

Xit, Ife^^mcffeMtl^i^'^ ■ 7 > K • x/<?-/i/KttOFD& 

C7*;V-2f*'bm:FD&CV7 K4 O^fc^FD&CIMW^f o 

tl&o 

mmtm-Bfto. 1^5011%, sfiKf^o. 1^3011%^^^ 

i»)04L<fi&253— &5#0|igK *»l©ft#»ifclifII*O9 0% 

Li o Lv> « 

[0 4 18] 

tti&jmnW&i&it-K.tt-tZ'&ttl^ 1 0 9 9 04 L < ti&> 3 0 ~ 

^njt-r*^«tto-«, 3 oif%-e*So *& 

0 0 1 1 0M%. 0*L<I4»1~» 5 *3Wfc»0*«I^#t*i- 
•fS^*ti> JftO. 1 ~&9 011%, 04 L< 14. & 1 0~&7 0H%t*4, % 
^ttta#:©«lBl^fltK«"r a-g^StiiKjO. 1-1)5 011%, 04 L < Itm 1 0 ~& 3 
0 *5Hft14#Vv-©f^^#fc#t-*^r*tt, 1-1^)3 011 

ffiiE# 2004-3119831 
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U-Bfc&k »J»*I«:lf©*lin*l*ifitR^«BC**tTV»-C* iv, 
[0 4 19] 

^W^ffljJPJ^-^ittN *^ 

^ a^jBw&f fc«t o mx.n. mmm&& oea, #m&6 o k g ) -a& 
£»k *«««)ft^J:^/8i*aT, Brno. 0 1 — *& 1 o 0 

Omg/kg, »f L<{±^J0. 0 1~&1 OOmg/kg, i *5 £ L < 0 . 1 ~& 1 0 0 
m g/kg, t*)t>imo. l-ft50mg/kg*, 4*ttftl. 5~&30mg/kg 

[0 4 2 0] 

, &*<Dvm> mm, mmmm^n. mm. mm. ^®&frvmm%t>iz£oxm%*) 

fc^0.0 0 1~2 0 0 0mg> fJL<fii^0.0 1~5 0 0mg, SfcKff* L< t± 
. ft0.1-10 OmgiStibO, £*L*$i1IH B l~4@K#tfT$£-5--r&o 
[0 4 2 1 ] 

#ffl***a#utii^3Hm »*u<»i o^-~i Hfiirt, ± 

(±1 ofl-~6u#KJiU*j, iijffJKiii 5^"b i«piaiJart^#ffl*»«:«:-^-t*^ft 
e>tL^>o 

[0 4 2 2] 

»* Lv»a#*ftk LTfi> iilf, jj£P&^»JK^$n^#ffl»&0. 0 0 1 
~2 0 0mg/kgtIP«4U ftl 5«-«^ftPtft#«»iiw»^S*Lfe*|SWO^ 
ft|)0.0 0 5~100mg/kg^l Bii:LTgnS4t4. 
[0 4 2 3] 

$Hi-Cfflv^WGieS*M^-b^^-iaK (BIT. 1 4 2 7 3^##tB&IB 

o 

[0 4 2 4] 

1 4 2 7 3 5fc##tt> flllx-l^ b^B|t?Ll&t> K 5'^, 

^•9-^, tVJ. -9-;v^if) £>&<b^&» (^flxff. 

^w^**^. m&Mfa. ±&mm. ftSLmn, mmwmm. mmmm. mmu. mm 
m. wmm. mm. . g«> rtsim. *#*itt. #«i!fu #^*n 

#lxJ4\ Si. {ffl. «ft3$, HII^u t&flcTSB, 

*t«. «sf, fin. ^m. %mm. mmn. mmm. n#c$u h«) 
. #ft> rs#, i> mu mu mm. &*«u m.*)*). h*, 

ffiSE# 2004-3119831 
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wr „ 0. Mlfc« («. *B§> /M») . JUL*, MU *Mk S* TB§U 

a*, iwtnu ml mm. ass. #> to. »*tt«:ifcfi*-r*M* 

[0 4 2 5] 

E?!l#* : 1 * Efll#* : 3 * tz }±EB?!)#-5§- I 8 T?£*> $ tL* T 5 y mSB^J ^jgM £ 

fii?$W7 5 ymiS?iJfc^8 5%m±. ffJL<H9 0%Ja±, L-<tt*&9 
5 % ja_b^ffiRItt * T 5 yffeEEIfc ifd^f ft* . 
[0 4 2 6] 

3 Sfcl±E?!l#-£ : 8T?^to$tL4T5 ^ f @e?iJ i: Kl i: 7 ? ^ WJ t 
L, EBI#*: l, E^iJ#-f-: 3 4 fcf±EF!l#-§- : 8tgfc$W75/SS^'b*S 

[0 4 2 7] / 

T^mE^ffipTO*. ffipltetHrTJV^yXANCB I BLAST (Nat io 
nal Center for Biotechnology Information 
Basic Local Alignment Search Tool) tflJV\ a 

to£# ($#li= i o ; ¥*v7*Wrr ;v>vn = BLOSUM62 ; -7^;v^>; 

[0 4 2 8] _ 

HKKJ KIWI® LTti\ #8x.{*\ V KM^-r&l*, ->^-*-/Mt«fc3£ffcflBfcr 

#o-c, i)tf>vm&m&**s7i-*mmteMftM%¥<om&&mm w.&o. 01- 

10 0^ fttL<&m0. 5-2 0te> <£«9$ff L < tt^J 0 . 5~2§) 
[0 4 2 9] 

[0 4 3 0] ,„ 

Sfc. l 4 2 7 3£##fcL-cf±, a) BWtf : K : 3 ifcttEWW : 

8-C**>$*L&7 5 /BHEy!)*«>l 4fctt2«J£Jl± (fiFt L < t±* 1-301®®^ £ «J 

«F4L<{ii~i ommm, L<ttSc« a~sm) ) o75y»#^u 

7symifi?iJ, b) Efll*-*: K E?!l#-*: 3 i tzimmtt : 8T**?$tL*T5 y 
KEfllfcl 4fctt2ffi£Jl± ($jP£L<J4. l-3 0«, i»)jfSL<lil-10ig 
Ht:»IL<iiSti (i~51@) ) ©75 ym^#UnL/cT5 y»Ey!U c) E?»J 
: l , wzm^ : 3 t fciiE7!l#-* : 8 t^fc $ tL* r ^ J mm*n l 4 fcii 2 ffi 
JSLh ($?£L<li> 1-3 01SSK. i<9»4 L < ti 1 ~ 1 OiSlijK, SfcfcffSLOi 
Kfl (1-548) ) 07 ^ / M©7 5 y ti/;7 5 y WJ, tfclid) * 

iif,^i^w:7^wjmt^ias^^^ v ^^o 

[0 4 3 1] 

2t:W*B*K*v»T 1 4 2 7 3 3£§H£ti^ ^^f- K^fB^H^J^oT, EJft^N^JB ( 

$ ;mmn*-$#1~2> 1 4 2 7 3§ig#:£iiCtf>t1-& l 42 7 3S##ti. CsfcSB*** 
;v^->;vi (-COOH) , *m->v-K-CO0 ), 75 K (-CONH2) 
t/cti-x^x^ (-COOR) Offitixjbo-Cii iv^o 
[0 4 3 2] 

mtE#2 004-3119831 
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£i-Cx^f^i:*lt4Rt LT14, i*-*, n-^D^, >fv^ 

^*v;v&^C 3 - s y^Q7;v*^i, Will 7*->K a -t7fJ^^C 6 
- i 2 fflz-if, 7x^f;i/ft^7x-;v-Ci - 2 7^*jHI 

i L < li « - t 7f ;^ f ^ a - t 7f ;v- C 1 - 2 y £V>c 7 - 1 4 

[0 4 3 3] 

1 4 2 7 3^#^C3fc^HK#^***->^ (*fcli*jmf*W- Y) St^LT 
v>*»£\ FMkifclix^fM^^tv^^i 1 4 2 7 3^ 

[0 4 3 4] 

1 4 2 7 3Sf#i:ii, ±S3Lrt:Sa«fci3V>-C\ N*#0> 
Ci - 6 7->;vi4t') T*ftWLZtix\t*&t><D. NiM* f ^#rt , c«Hf**t^Jfttfe^Ji' 
-oh, -sh, 7<;i, >r < yv-KQ, ^f>K-;v^ ^y-vV^£^) 

10 4 3 5] _ , 

1 4 2 7 3&®fa(OMfcffltLXii, Wittf, @2^iJ#-^: 1^$W7^TOJ 
7&>e>&&^ hfi*0 1 4 2 7 3$#lfc> BBI#* : 3Xi&t>Zti2>T$;m.W&}frt>%Z 
v-^^ft^l 4 2 7 3^:## (WO 2 0 0 2/6 7 8 6 8-f-. <kmWM7>- : 
ACCESSION' XP_0 61208. XP_ 1 2 9 2 5 2) > @B^J#-^ : 8T^fc 
SfLSTSySfflyy^fc**?* hfi^Ol 4 2 7 3 ^ffiV^ttSo B8l#-f- 

I 8T-fc:b$*l&7 5 y»BB5ll3&»e>**9y hfi*^l 4 2 7 3 5£##tt*f5£fcfiSR"C 
S o 
[0 4 3 6] 

1 4 2 7 3$$#«3«^^ K (J01T\ KhWHE"*- fc 

^■e^o-cuv^, enx-tf, 1 4 2 7 3§wies^n, uan^t* 

aSLTV^HiMot, 1 4 2 7 3g##fc^lfflftKHS<a Hr^^-ft#Stt*tt 
[0 4 3 7] 

Attftfctt, WMW. i> B?U#-t: 3 f 7c{i@e?iJ#-t : 8xmt>2tL%>7 * smm 

1 4 2 7 3&&4tV>tofr*< , 7*VtLXlt* «*tt^? h«|*f H*v>-C«BI& 
(Hydrophilic) SMfc) ^St^timm^^m^o 
WfcM4 (Hydrophobic) «tt*-«H*tr^"/^ Kfc TOt'fflV^ d £<, 

[0 4 3 8] 

SymiB?)JO-9*>^fc< OfflJBLt. ftt L< 14 5 OflUJU:, 4 Off* L< 54 1 0 0 

[0 4 3 9] 

9 0%m±. 4 W* L< f4|$9 5%JBU:<0*imte**' , *ay 5 ^WJ^to 
[0 4 4 0] 

tBSE# 2004-31 1 9831 
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7? ;mW&l<omm&lt, ffiraMtT^^'JXANCB I BLAST (Nat io 
na 1 Center for Biotechnology Information 

Basic Local Alignment Search Tool) \>X 
T©*# (»M#'tt= l 0 ; ^^t»t ;-7>'j^^ = BLOSUM62 ; 7-f 

>^=off) tc-ctt-a-rs *« 

[0 4 4 1] 
[0 4 4 2] 

„ 1-10«K, *&fcff*L<ttffc« (l~5ffl) ) ©7^@§«L, 
*OT5yHHEH)fcl*fctt2«J&U: (SrtLOi, 1~2 0IIS, J:D»4U<»±1 
~10l@*i*, Sfefc»4U<tt«Cfl (1~5H) ) OT<^m^#iDL, Sfctt, -to 
75 yBMERI^O 1 £fctt2flm_t (fiPS L< ii> 1-10W, £ *) ft t L < 

[0 4 4 3] 

^^moUfr^?* FitC^M*'* A"$*r*sA'& (-CO OH) . 
-Y (-COO - ) „ 75 K (-CONH2) * 7tti^^x;v (-COOR) Oli>r*LT-& 

<75 i j* -r ^ & ifi^m v a o 
[0 4 4 4] 

Sfcfc. *5&WoaJ^^f- Ktctt, ±iBL£l 4 2 7 35t**fcH*K, N*3itO^ 

filKafe-C«li$*fCV>«io, $)-5^liti^L/;v^i5)^i^-/f Kfc^o«<g"< 
[0 4 4 5] 

1 4 2 7 3 5&«#*/Stt-eo*fl"< , /'f-KO«[fc LXlt, Wit tz&&&t<D 

^LtuTti, mmm. (mz.it, u>», ant) torn, 

ek, eat. &m&wl. *9yxA>*>&. ^<>-v>7,^>m) 

[0 4 4 6] 

1 4 2 7 3»i/:lifOl!i, ±I5L/ct: h *tt£LSMftO«BU&£ & S# 

V* y ^ - 5SJl©»**ffi»= i f TSilt 4 £ fc "C I 4 L, IfcfclBtt-*-* 1 4 

[0 4 4 7] 
[0 4 4 8] 

1 4 2 7 3 t < lif OSS^^f KifclifOttt fcttf ©7 5 K#0£-J&K 

li, «1irUji[0«eK'S'JSffl»]l&«rfflv^ia:3&»-C§*o ^o«to %®mt Ltl±, 00*. 
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WJJt^ PAMWJla. 4-tKn^fi/>Wf^7x^7'tb75K>f , ^tJ8^ 
T^'J^Um 4- (2' , 4' -yn^>7x-^-KKn^^f;l/) 7 
y*->$N3i> 4- (2' , 4' -y>h^7x-^-Fmoc75Mf^) 7*7* 

[0 4 4 9] 

v^Ct^i-i)^ *W'yM5 WiV'o *;v**y>f 5 FiiiLttt DC 

C N N' -y>f V^nt^AMy^ 5 h\ N--x^;i/-N' - (3-^f^7 5 

Un#J Wxif, h o Btx HOOBOiit^^KT^ym^itt^W^^n-r^^ 4 

fc{±, #*&B&RjjtW*;fcW:HOB tx^f^JVMiHOOB tx^r;viU*t^t 
[0 4 5 0] _ 

A7U* N N-^W-k>75 K, N-^fJU^n'J K'/^M7^ VM, 
h5U'n7 7>4^x-f^ T-feh-hU;V, 7n tf * ~ h >j fc'<Z>~ MJ ^ 

e> k* o R&fik a m a Ktt^jft bus c^swit^ft^^*^^^ 
mm**-. a*#&-2 o~5 or©«BB^e»5M[a^**t4o i^ffc3*LfcT5 7m»* 

. 5~4f&a«a-Cfflv^tL* 0 KV ^RJfcfcJEWcx* holt*. 

[0 4 5 1 ] 

Iftfl)75y*^I«tLTI±, «X.WT, Boc, ^-y^r'J-^>f ;Vt^r"> 
Cl-Z. Br-Zx T^yf^t^y*^-^ h'j7^tn7W, 7 * n >f 

o c £^fflv^*t£o 

[0 4 5 2] . . 

*;M?*S'/HfcHU flxtf, 7^^f^ -x^'K 7nt;v 

-f^-ji, ? — i/Jr vj -7-^;W o^>"f-;v, tn^v^K v^n^yf^ -> 
*n 2-r^>^^ 3 &^it^^ ^^iU<{im*cT;w^;v^x;Wb 

) „ 7?;^;vx^fMk ^>y>x^f^, 4--bn^v^m r ;K 

h^y/<yi;;vx^f;K 4 on^yy;vx^f;W ^yXt K'j;vxxr;v 
-ft) 7xty>x^fMt, K?^ Kft, *-v^>J-7 

h^y*;v**-;vtK7y*Hb, h'Jf^t K 5 ^ Mfc^ fc'C i o ^ i t I 

[0 4 5 3] 

„ °/<y/'f;vM^7n^^ ^>y^t^y*;^-^ -x h *->*/nK— 

ffiiE# 2004-3119831 
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[0 4 5 4] 

fn->y«7xy - ;H47Kti«f 1* ^ LTli, f?!);ii;r> BzK Ch-Bzl, 
2-^hD^>y'JK Br-Z, * - v * V -"f+frtt t^m ^ h *L&o 
[0 4 5 5] 

\L^Vy<D-i 5 r*S-fr0>%m&£ fC»i. 00x.»i\ Tos, 4-;*h*->-2, 3 
g _ j, ij ^ f-;v^?>-fe* DNP. ^>y;w^-^v^ f-JK Buhk Boc 

! Trt, Fmo c^OTv^Wo 
[0 4 5 6] 

h\ mikx-AT-fr CT;V3-;V (0flx.tf> ^>^no7i;-)K 2, 4, 5-H;* 
x;-jK HONB. N-tFo^y^^->^\ N-K Kn*S/7*M 5 K, HOB 

[0 4 5 7] 

V7"D^xf^7 5 V> hijjn^-;v7 5>> fcf^iJ^V, fcf^v^fcifK 

, ^Jx.ff> 7-v-;w 7x;-;k f-*7-v-/K *9*^f~-fr* 

, i;>w;v7-f K, l, 4 -t** i, 2 -j.* ^y^-a— /u4*r©J: 

7t>^ > K-^flMK**: LTJlv>e»*L&*^5>Hf»±±BO 1 , 2 >v^*- 

[0 4 5 8] 

[0 4 5 9] 

[0 4 6 0] 
[0 4 6 1] 

1 4 2 7 3g##Og&53-^:/^ KSfctt-t©*!*** Sfl^fclO'* ^f- K^j$ftt:^o 
■C **v>tt 1 4 2 7 3 §g#:^JIi*^^f ^-^^it* - ^ Ci orfSt^ i 

mSE#2 004-3119831 
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ott^o -T%t>%, 1 4 2 7 3 5&«#*»*tf»4»«-^^f-K4b<ttT5>'Kfc 

&T<9a) ~e) KLUW&tittmifiWfbfLZo 
[0 4 6 2] 

a) M. Bodanszky M.A. Ondettk ^~f c f- K ->V-fev* (Peptide Synthesis), 
Inter science Publishers, New York (1966#) 

b) Schroeder*3 i t^uebke. If K (The Peptide), Academic Press, New York 

(196550 

c) Ilfflm ^T'f K^©S«ti^ *,*(#) (197530 

d) &&tew totzmRitt 3 *. Siit&mmmm u saso^iv, 205. (197730 

i o -cits §:t^Hu *Ktt-e#e>tLfc»^-i±, ^»w^^j:o 

f aijtfr^setfe't * ^ * tf*"^ * * - 

[0 4 6 3] 

1 4 2 7 3$§#*a - Ki"** 0l J^^ V*f-KfcbTli, -hlBLfcl 4 2 7 3 
*3-K-rft«atEW (DNAJfcliRNA, ffiU<ltDNA) mtSiOt?*tL 
|^MSi©^o-CU^, P'j^VtfKhUli, 1 4 2 7 3 
KtiDNA, mRNAfORNAt^l), I«t*ot^ oT & «£ V> 0 

n*«ft<0*£-HU Z*«DNA, -*ttRNASfcliDNA : RNAOM^'JJ' KT** 
j:v> 0 -*«©ft^tt, (-f^^*>. 3-KIH) T^oT^ T>^>^0 ( 

KM) t*oTUK 

[0 4 6 4] 

1 4 2 7 3f§M3-Kt'S*" l J^^l'tf Kti^T, «x.H\ ^tftO^SftB^Ji 
Til r^fPCRfc-e^JSIBJ 15(7), 1997|a«fiO*i£*^^^tLH^C^^^^«t >) > 1 4 
2 7 3»OmRNA^ft^i^ ? t^o 

[0 4 6 5] _ 

1 4 2 7 3^W3- Kt^DNAtLTIi, ^ADNA, y/ADNA?^7 

±m^fzmm • iiwcdna, ±ieu;»-«s*^cdna7^ -t-7 

fcHBtt'- DtotalRNAifcttmRNAWfl-tPaUfctOifflv^TllCtRlteverse T 

ranscr iptase Polymerase Chain React ion (&T\ RT-PCR&t * ) 1"^°^ 

[0 4 6 6] „ 

^frttUtt, 1 4 2 7 3SS#*3 - Kt4DNAtLTI±, ^Jx.tf> : 2, 

E$)#-£-: 4 £ : 9t»«fe$*t*a»i»II*#*"*-*DNA, Sfc*iE?!)# 

# ' 2 > EE)** : 4 £ fcttE?!)*-* : 9 ■CjEfoSMttafeEW fc'W * h U >v ^ > h 
^MT^^^V^^XtStiBE^J^tL, lE^Wf: 1, EEIW. 3£fcW:E?!) 
#4" 8^*k**L*7S>'*EW*&4* 1 4 2 7 3£#*fc*Rttfcra*W^ (ffl 

.&DNA"?*fttfflr*Ltf> iv> 0 
[0 4 6 7] 

iB^iJ#-^: 2. @eyiJ#-§-: 4 £fct±E?!l##: 9-e^$WMI2^1i:^W7''J^'f 
XtliDNAiim ESI*-*: 2, EWf*: 4 £ fc : 9t?« 

t> $ tL^«ie^J t«? 8 5 %m±. *f * t < 9 o %m_t, ± *> # * t < 9 5 

±0*Btt**-r***EWI*'fr*-r*DNA&^* t fflv>fc*L4. 

ffilE# 2004-3119831 
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[0 4 6 8] 

mmsnionm&t* ttntttwr/i^yxANCB i blast (Nationa 

1 Center for Biotechnology Information B 
asic Local Alignment Search Tool) ifflK ftT© 

tkft i o ; ^^tllft ; ;v*'J >^=on ;vyfX37=i;^ 

[0 4 6 9] 

. ^ n _->^ (Molecular Cloning) 2nd (J. Sambrook et al., Cold Spring 
Harbor Lab. Press, 1989) K|B««)*ffi«: iffcffcoTfr * 7 - ^ 

[0 4 7 0] w „_ 

h V yV^y hft&ftti*. Mx.li. thVf^iK^l 9-4 OmM. SF 
2L<tt#&l 9 ~ 2 0 mMf> M&iWb 5 0 ~ 7 0 TC, Sf £ L < 6 0 ~ 6 5t«*ft 
*^-fo #^ th'J^AiK^ISll 9 mMtiaS#» 6 5 t©«^#f t»i Lv> 0 
[0 4 7 1] 

J: OJWfcKjKHu @c^J#-^: 1 T$*>$*1.4 T 5 ^»EJ!I*?>44 1; > fi* 1 4 2 7 3 
^#^3- K-TSDNAtLTli. IH?iJ#^-: 2 -C^bStL* DN A 

[0 4 7 2] 
[0 4 7 3] 

mm^ : 8T*»**t*7 5y«Be«i*e>a:*9y ms*i 4 2 7 3$»3- k 

-t&DNAi: LTfi. E?!J«- : 9 $*tam^EW=> 4 a D N A& if ifim^h tL 

o 

[0 4 7 4] 

^rf-K* = - Ki-*tt»B9H (DNA^^;liRNA, #f £ L < tiDNA) * 
O^W^M-S^^oT^iv^ y 7 A D N A> ^ADNA7>f 7?'J 

±iaU»-ai»cDNA, ±ELfc*Bli& CDNA74 7*7 y 

- ^DNA©^f^-eiiv> a y9'J-i:«it*^^-t4, ^^f 77 
-V, 79*5 h\ n-X 5 K, "7 y - v 5 F& t'v^-f J; v> 0 tfc. ±fBL/w 

« • &i$U OmRNAM#£fl§£L£&w£fflv>Ttt:JgReverse Transcriptase Polyme 
rase Chain Reaction (ttT, RT-PCRfti*#t4) KJ:ot*ISt^H-ei 

[0 4 7 5] 

$^©^7'f K^n- h'tSDNAHtli, «*.WT, (1) E9!) 
• 2 : 4 t it *iE?U#-* : 9 -C^fr $ «Ufe^««r«-r ■?> D N A <DBfr 

«*i»ji*t*DNA, (2) E8IM-: 2> E7!l#-*: 4 4fcttWltt: 9 

# L : i > ic^ij*^- : 3 * tz iiE7l)#-# : 8 £ 7 ^ y BfcEfll* 5» * 

£ 1 4 2 7 3^f#t*SW(:^f«St (0k V Ktt^ffitt, S'^J'flfllfejtffc 
Jflfcif) Ki-*DNA©«5MI*rai**-f *DNA& 

[0 4 7 6] 

X-eiSDNAiLtii, Efll**: i> : 3 *fcttE5!l#* : B-cm 

miiE# 2004-3119831 
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fcS tiZ&&R.M tm 8 5 %£l±, »iL<lilU9 0 %m±. * •) »* t < 14ft 9 5 %&. 

[0 4 7 7] , 

tt»KWO*IPItttt, *Wtttt»7A'^XANCBI BLAST (Nationa 
1 Center for Biotechnology Information B 
asic Local Alignment Search Tool) 1W 
(»«F«=1 0 ; ^F**7*IM- ; 7^;^'J^=ON ;7-;^n7=i;5^ 

[0 4 7 8] 

. ^ n _-^^ (Molecular Cloning) 2nd (J. Sambrook et al., Cold Spring 
Harbor Lab. Press, 1989) KB*©*** ^ftotff4 d - fc^f £ &o *^ « 

[0 4 7 9] 

> y >*s*> Wz.tf. i- ^ 1 9-4 omM, $f 

2L<14&1 9 ~ 2 0 mMt, 5 0 ~ 7 01C, $r£L<54ft6 0-6 

[0 4 8 0] 

1 4 2 7 3S«#ifcttf©»^^ (J^T, &fg»fc 1 4 2 7 3 S»» 
Sft^afei) Kt*DNAO^O-->/©¥«fc 1 4 2 7 3S 

##<D«3W»E7ll ttt4**DNA^^^-tffiv>tPCRifeKJ:otJWlt4* 

£fcttig*!5ft^**-K:&*&/>tffDNA* 1 4 2 7 3 S$H**>— V>tt£|Ii*fc 
a- Kt*DNAI^4L<tt^l5DNAtffiv>TSI»Lfc(>©i:^W "fV ^-tf-v 

. ^ n _^>^ (Molecular Cloning) 2nd (J. Sambrook et al., Cold Spring H 
arbor Lab. Press, 1989) fcRfcOtfifeft ^fcffioTffft ? - fc**T?S Sfc. TOO 

& o 

[0 4 8 1] T M 

DNAO^*BB^ljO^«, PCR^W^^h, Mutan 1 -sup 

e r Express Km (£SHi (80 ) . Mu t a n™ -K (Hit «*) ) ft * 
£fflV*T. ODA-L A PCRS, Gapped dup 1 exft, Kunke lft4 
^©a#^©^**v^±**LfeK:itlC&*ftlwfl£rp'rtrft'5 r^^iSo 

^S-tftWfe 1 4 2 7 3^:##^=i- K-f-SDNAttBttfcJ: 

DNAii-r©5' ^SiiBUcaWHi&aK^fct-rOATGSr^rU Sfc3' *«HBCI4H 
iRj^lh^ KViLtOTAA, TGAt/ctiTAGtf Ltv^ti iv> 0 £*t<b OiaiRH? 
£}3 KV^iR*Jha K>tt, ia^DNA7W-«:ffl^t#jDtSiHfi 

So 

H 2 7 3$WM^^-I^ ^Jx-I^ W 1 4 2 7 3tma-Kt4D 
NA^^gMfct-SDNAifr^^U (a) »DNAWf>t*ia^ft»S^^^- + 

[0 4 8 4] 

^^^-tL-Cfi. «Ifi*®^7^5 K («, p BR 3 2 2. p BR 3 2 5, pU 
C 1 2 pUC13) > ttM 5 K pUBHO, pTP5, pCl 

94) , W&m*??** K (flk p SH 1 9, p SH 1 5) , Ht-^^t 

tBSE# 2004-3119831 
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JUT. & if pAl-1 U pXTl, pRc/CMV. pRc/RSV, p c DNA 

I/N e oKZibm^hti&o 
[0 4 8 5] 

[0 4 8 61 

^t^^ivjc U HTJlB^ab^^^-ti, trp/nt-^-, lac/nt-^-, re 
cA^nt-^-, APi^n^-^-, 1 p p m^^^^M 
m-Cab^^ti. SPOiyn^-;?-, S P O 2 "/n*- * penP^-^- 
^±^#T'*^,^{i. PH05^n^-^-, PGK^nt-^-, GAP^ 

KU v/n^e-*-. p l 0 T'n^e-^-^^&t Lv> 0 
[0 4 8 7] 

Attflnv^^K ^n'-*-. SV4 0W;^> (&~r\ SV40or i fcB& 

0U«T N ^tKniilxff (J£Tr\ dhf ri^tSi?^^) iff*?- l> 
VM^-k-h (MTX) > T>tfvU ^ItttitfS?- (&T\ Amp r fcBfrffcl"* 

3) > **v-f v>Wtt9WS?- (£HT, Neo r t^t**^**, G41 
8»tt) ^7$*Wbft£o CHO (d h f r~ ) tt^fv^td h f rstfST-Sr^l 

[0 4 8 8] 

*W^#SDi-*o lii'iVi'J 11711X^^^1^ P h o A • v^^-;VgS^lJ, Om 
p A • i/yi-^WMK ?|±^^^^ISt|)J^l±, • v^^" 

;VBE?!k f/f'h/V • v^^VlE^iJ&fc*^ ^±/5 s ^-e*^Jir^-i±. MF a • 

sue 2 • m^m^jm^^^m^-^it. ovan- 

[0 4 8 9] 

? KLTflMSStifc 1 4 2 7 3ff#^n- Kt^DNAmn^^^-* 
[0 4 9 0] 

[0 4 9 1] 

xyx'J t TJlW^AWJfc t-Cli, j. 'J l£T • ay (Escherichia coli) K 1 2 
• DH1 irfu-y-V>iTX • -9* • tvaW ■ TXTZ- • XT • -tr-fJ^W 

X • • -9 s • (Proc. Natl. Acad. Sci. USA), 6 0t, 160(19 

68)], JM103 i*? 4 \/y 9 • 7*>yX- U if— "f" (Nucleic Acids Research) 
, 9%, 3 0 9 (1 9 8 1)], JA221 • • * a 9- • ^4 :*o 

S?- (Journal of Molecular Biology) , 1 2 0%, 5 1 7 (1 9 7 8)], HB 1 0 1 ( 
• f/-^l,ilf i 7--;^tny- 1 4 1t, 4 5 9 (1 9 6 9)] , C 6 0 
0 {.V**T4V** (Genetics) , 3 9i, 4 4 0(1 9 5 4)] ftWffiV»?>*L* 0 
[0 4 9 2] 

A*f;V^II^ Itlt ix.lt • X-f^iUTs (Bacillus subtilis) MI 1 

ffiSE# 2004-3119831 
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U VJ-y, 2 44 2 5 5 (1 9 8 3)], 2 0 7 - 2 1 • *7 • 'U * 

<r 5 * h V - (Journal of Biochemistry) , 9 5t, 8 7(1 9 8 4)) ^ fe*L 

& o 

[0 4 9 3] . 

S#ttTf±^ fflJxJf, ty*D-7^f-b7 -fel/lfyx (Saccharomyces cerevisiae; 
AH22, AH22R-, NA 87-11 A, DKD-5D, 2 OB - 1 2, 
a-T^f-fe^ ^^-^ (Schizosaccharomyces pombe) NCYC1913, NCYC203 
6, tf^T ^Ul^n (Pichia pastoris) & v> £>*l£ 0 
[0 4 9 4] 

& (Spodoptera frugiperda cell ; S f JM) > Trichoplusia nitf>*B§**<aMG Iff 
Trichoplusia ni<D0P£**>High Five™*ffl)&, Mamestra brassicaefi*«>IM&*:fcli 
Estigmena acreaft*©*** 90X#BmNPVO^tt, Ml* 

*MtiM (Bombyx mori N; BmNffi) 4WiiV»«.W. iSfttt LTtt, «x. 
tf, S f 9« (ATCC CRL1711) , Sf2 1tt (ELh, Vaughn, J.L. 
(In Vivo) ,13, 213-217,(1977)) * fcWJflV* 
[0 4 9 5] 

&&kLX\t, * -f 30«j5l4 ^**fflv> fc*t* C#fffl^> *>f*-*- (Nature 

) , 3 1 5*. 5 9 2 ( 1 9 8 5)] 0 

[0 4 9 6] , 

ftWHtLTI^ tajil^ t;v«COS-7, Vero, ^ ^ ~ 
,MCHO (#.T> CHOttiB&E) > dhfrt^W^--^A^^-I 
j&CHO (&T\ CHO (dhf r") fflH^E) > -7**Ltt, 
0% v**^n-v«, hGH3, liFFLtt, H MIEK2 9 3*fi4^** 

[0 4 9 7] 

. riJr< - ■ • q-4x.>y<<X • *r • -9-* • ji-j.;**- (Proc. Natl. Acad 
. Sci. USA) , 6 94 2 1 1 0 (1 9 7 2) (Gene) , 174 10 7 (19 

8 2) jfc^tcfBmo^^oT^f^dcifc^-ei^o 

[0 4 9 8] _ 

(Molecular & General Genetics) , 168 4 1 1 1 (1 9 7 9)4^ 

[0 4 9 9] 

0#&3&K*sSI1"*fcW^ «ittf, ^yvX.-f'/' tni;- (Methods in E 

nzymology) , 194%, 182-187 (1991), ?u*/-VV<rX 
-t-=SB-)-)\< • TJjT*.- - *7 • iM-s-V-W X • • -if • J--^*.x- (Proc. Natl 
. Acad. Sci. USA) , 7 54 1 9 2 9(1 9 7 8) *2?|cMW>#ifefc*oTtfft * £ 

[0 5 0 0] ~ /n- ^ L 

RjMMa^fcttft**#JM6*r*fctt. «x.tf, ;^t/f^n-;- (Bio/Techno 
logy) . 6, 47-55(1988) & if^iaf «i't^^4 3 
[0 5 0 1] 

263-267 (199 5) (3£«tt5fcfif) . ^nny- (Virology) , 5 24 4 5 
6 (1 9 7 3)i:ie«^ft!^oTfi4H^ s t^, 

COiUtt, 1 4 2 7 3ftM3~ KtiDNAmtafta^^^-PM 

fflliE# 2004-3119831 
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V*m;>> ^r*ttfR». isam*t\ mmmtLxa, mx-is, ry*-?^&m. m 

^>'A f*)^**> *3.m. ^Wfa 

[0 5 0 4] 

trM9«» C^7- (Miller) , ^-^V ■ • * >7 • -f > • 

9— . yjt^x-f (Journal of Experiments in Molecular Genetics) , 431- 

4 3 3, Cold Spring Harbor Laboratory, New York 1 9 7 2] if! Lv> 0 

KX *) yn^-^-WJ: fc*^. «xtf, 3 /? - ^ > K U ;v T*';;vm 

[0 5 0 5] 

|±ASxi/x'J H7JR*©*&\ 1 5-4 3rt?^3-2 4^B^, 

10 5 0 6] _ ww 

a^^/i^JM©*^ 3 0-4 0 vxm 6-24 ^ra-rr^v^ d££ 

[0 5 0 7] 

«^*«»#T**»K<E*#t**"t4*, LT{i. A-**-*^- 

(Burkholder) */M&*b CBostian, K. L. <b. 7"n ->-v?>- • *~f • -fl* • i-f a 
;l/ • T*t*5 - ■ • t'fxW'fX • ^ • "9* • Jt— j^xj.- (Proc. Natl. Acad. 
Sci USA), 7 7t, 4 5 0 5 (1 9 8 0)] *0. 5 ^H****-*"* S Dtett [B 

itter, G. A. -fuis-VViTX - - *T - I-*;*** • T*T*- - *7 ' 
-x> W X • *7 • -f • zl-jlaj^- (Proc. Natl. Acad. Sci. USA) , 8 It, 5 3 3 

0 (1 9 8 4)] •ti s m?bfrZ>o Jjf*OpHJ±f&5-8K:WlE"f*«)*»ff4 Lv> 0 
&tfft2 0-3 5"CT&2 4- 7 2B#W?r*v^ &gKj£CT®^ j H3l#£fliix-&o 

[0 5 0 8] 

iia^SAIfflJI&SfettftA-C**^^**^*^*^ ^tiUlt Grace's In 
sect Medium (Grace, T.C.C., *>r^*- (Nature) , 195, 788(1962)) KgMMtLfc 1 

o%^->jfd.t»^^^in®^MJnx.^fe^*^*fflv>p>tL*o igjfetf) p h ttfc 6 . 2-6 

4 Lv^ 0 J&*ttjSHr*&2 7 < C-C*5j3~5 BWfr&v^ ^HJStf 

[0 5 0 9] 

m^^mmx^^Mnm^^m-r^m, m&tLxte, m*.tf, ^5-20% 

©JM^JfiL^fc^trMEMigifc (t^i>^ (Science) , 12 2i, 501(1952) 

1 DMEM^i (Virology) , 8*. 3 9 6 ( 1 9 5 9)), RPMI 

16 4 o#% C^*-** - t-r-if- T* x )*y • xt***- 7y>x-> 3 > cm 

e Journal of the American Medical Association) 19 9t, 519(1967)], 1 
9 9^Afe {-fu'y-yy? • *~f - if • Vt'fif'f • 7*- • ■F - *nv#;v • p< 
f-f ^ > (Proceeding of the Society for the Biological Medicine) , 7 3t, 1(1 
9 5 0)] Kt^m^bti&o p Htt*&6~ 8 LV\, **tt»#ft3 0- 
4 OVXfol 5-6 OBfcHlfrfcv^ ^llHJSC-C3l^^# J Srinx.So 

J^5>i ?!cu-c. wwtmw<omm.n, mumttummn^ 1 4 2 7 3$tf?:4 

miE# 2004-3119831 
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[0511] 

JhSBi&fcWfr'b 1 4 2 7 3$«#t*«t«taCtt, «xJ*, tu<o1s&kx *;tr& 
-9 t i: § & o 
[0512] 

/t/:liWr^i:^tI^Sv>litt«:$iLfc«*>, ») 
1 4 2 7 3^#COmWm^^#'5^^^ ? ita:fflV^ibtl^>o WKftO+fc****** 

HJ>>X-100™ kWJmffl&M&'&ttL'C 

<0*ttT?*#* * v> lift] jfe _Li* t £ L , ±» * * * * o 

^fcfiSu *J:irSDS-#VT^U^T5 F^lMilft^^±tLt 
ft 77>f -r--f-^n-7h^7 7>f-*if^M6<J«f»tt«r?Uffl-t-4^^ ^ffilSM 

[0514] 

LT»&*l* 1 4 2 7 3^#^5t«^-C#e>tL7t^^(i. i#<2r^IO^fe^>4 

-2> o 

%%*fmktei)m$L-rz> i 4 2 7 3§fM, »««r* ases** 

i< LT«-T4 1 4 2 7 3$##^fgtt(i> Kt©«^iOt 
[0 5 17] 

£^£^4^% (BP^ 1 4 2 7 3»i^t^«'J K, 1 4 2 7 3 
Trf^Ufclil 4 2 7 3£##7>*^~* h & if ) * V V 7^fftKov»t 

[0 5 18] 

1 4 2 7 3$WJ*'>KWlo|iMlfcli^lT^4o M&mi: LTli. * 
W (oleic acid). h W >^ (Palmitoleic ac 

i d % i; y (linoleic ac i d) , y-'J^V >^ (y ~ 1 i n o 1 e 

nic acid) , 75*K>* (a rach i don i c acid). Kat^ 
■g-i>aft (docosahexaenoic acid, DHA) £ if V> *l. 
■efe/t;V^ H"fV§ (Palmitoleic acid). V-^B6 (1 i n o 1 
eic acid)>y-V^V (y-linolenic acid) 4 if#*£pt 

[0 5 19] 

tbfE#2 004-3119831 
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[0 5 2 0] 

but, u&K«*fctt-€-oa[*j|Lc ruBi»»J 

[0 5 2 1] 

±&<0£ •? *ft»©ft^»li 1 4 2 7 SS&frfM&ffite**"*"**^ 1 4 2 7 3 
Gfi&ilifcttrtBtel 4 2 7 3^##^mt^«BB&^-e^»mii^*^«r^- 
tf) fc, #H§B<A4fc'&!8j£-9-n$*- h (surrogate) 'jr/KkUfflv^^T?*^ 
l^v>uti:J:ci:, WW!:**©*** i 4 2 7 3»#'i^K, 7=r-* 

[0 5 2 2] 

1 4 2 7 3 5£##y KjSil^T^-* M±> 1 4 2 7 3 LXBI&Mm 

m&*m+&mto&£xm&mm*<K& { b"?*>z (&t, ^l-c n 4 2 7 3St#7 

[0 5 2 3] 

2 + McAMP^ li^ c GMP4JS, -f / ~> h-^U »K 

«F^6» (ffik MAP ©y vBtffcifcttf&tt^ c-fosO 

flm-fk. p hoists if t«at4fittifctt»«tim ■iw&k*!**^*^ (a 
cth) frmmmm&Kwmf $>*ls^ wwwca 2 + »ft_L#?.fiHau mm 

^ (A CTH) MMft^^ff^L^o 
[0 5 2 4] 

1 4 2 7 3S#^7>^ Mi. 1 4 2 7 3 i£^fc<M^*^KflII&W*©tt 

o "f *91*IB»fc*5V>T ri 4 2 7 3SM7>^^^bJ tt, v^i5)*-a- 

& o 

tfc**&m<Dx* i )-->r*&*R»*ztKx*>. mmmt 1427 3§§#t 

ttzitmmmt 1427 3 *»^3*Mt 

-S-tf&f y — — vy-t%> 

[0 5 2 6] 

*f^fi> (i) 1 4 2 7 3 S«#k**WO < fk*«fc k 
(ii) 1 4 2 7 3 S#(|ti*»i»oft^»S iOWfeft^t «-*»5*fc#^toik« 
fcfrfc? £ tZftWLt-rzmMMt 1 4 2 7 3f#fi:OM«:^h^taMifc 
y -->^ft*lt«-t-So 

[0 5 2 7] 

&§&W<VX? 'J --^^iSK^Tte, (i) (ii) 0*^C*tt4, flx.tf, 1 
[0 5 2 8] 

iwi^K («. map*?—*) vBMb*fct±«ttfl:. c-f os^ 

CTH) ^ttMWStt*^* 1 ^^ ^K'tttfiCa 2 + *l8E_h#mtt, ffllfe 
rtcAMP4«itt> MAP+t-HO'J V«fbifettfttft, WW&WWft*** 
> (ACT H) #ifc8HWfiHtfc if^Sft Lv> 0 
[0 5 2 9] 

miE#2 004-3119831 
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a) %k®lLtz*mW<nik&W*. 1 4 2 7 3S$#»:*tt$*fc*&fc, «»Lfc*» 
W«)Mi3J:m^^ 1 4 2 7 3S$#^*»**fe»^^**t*. 
%W<Dit&W<Dl 4 2 7 3£#*fc**-**4<frfr**WeU Jfc8tf-& C 

Mm.t 1 4 2 7 3S##tOft^ttt^k$*4Mifcl«^^^ ,J "- :/ ^ 

b) anftL^ftMo-fk-fr!**. 1427 3 zmi&ttiimmm<»mn 
frizmmmttzm&t^ mmLttfkwvit&m&zTrimik&mi 1 4 2 73^?: 

* *M& * fc tt*«BOilM«* K*» $ * *t * * «» L £#f£<E ©ft** 

w»jfflJI&*yi:tt»Klii«-t*H-*tt'6**«lI^l^ Jktt-*-*ik*fl*«fc ^ 1 
4 2 7 sSSffiott^tt^^^^iMfti^tt-f ^ - ->^ffi, 

CiotWiCMLtl 4 2 7 35&«#K*tt**/S*&fc, #|fcLfc*»IH<OflS 
J; tmWb^ft**5IW^D N A Sr^-T & SiH:i^ti 

<D 1 4 2 7 3SWJtt^^l^lSL, Jt«c1-^i«h4r#fct-r^lW0m^ 1 4 2 
7 3 fc^ffc $ * & t £ »± * ©aw> * * u - - > 

d) 1 4 2 7 3SS#*fittftt4M» (flJx.«T> ^ftW^-fb-ft**^) £14 2 7 
3^##^-^*i-^« CH01I> AtT-2 0ffll&) Km^^^t > 1 
4 2 7 3&mfr*m&ikir&ik^isZV&&il&to* 1 4 2 7 3 

ns&hs 1427 3saH**^Lfc«BiMii*«m*ai5feb, 

Kfc 1 4 2 7 3 0^14«-ffc£^MtS^« fctt-tO 

e) 1 4 2 7 3£^£fiM4'fb-*"*'ffrfr ! » (^0x.^> #»EO-ffrfrWfc £*) *#S&930 
DNA*^t5fIlEM*^t5i t K«fcoT*fflJ3&igUiK:f£^L/; 1 4 2 7 3f# 
frK:*!****:**^ 1 4 2 7 3S^#*«teft-r*'fl:'&»*5J:'Cm»^'»**»W 
^DNA^^-t-<2>^Kte^#^^*i-^-^^i-^^«^^^ L/:: 1 4 2 7 3$ 

tz&WLt-rzmmmt 1 4 2 7 3^t^^*^^*sMmitf±^ <oso 

[0 5 3 0] 

[0 5 3 1 ] 
[0 5 3 2] 

£ 1% 'J -->^*ttKMv^* 1 4 2 7 3$^#t Ltti, ±bBL/S 1 4 

2 7 3 $#**^tf * i 01?* WfffitLO tot^jbo-CbJ: v»**, 1 4 2 7 3$#1££ 

bfi^^l 4 2 7 3S§*4^JtLf^4» 

[0 5 3 3] 

1 4 2 7 3 JilBO^ife^ffl^fctL*^ *IS18«)DNA«rl«*L 

- KtSDNAiM-CttffitDNA^fflv^il***, #1* Lfc itU-ffll&SftS ^>Ot?Ji 
=&V> 0 00*.!*. at^Kf^^^DNA'SrfflV^Tfe iv>, 1 4 2 7 3 5$ft*3^m 
DNAlffr^i±i!li»{:»AL, *^fe*«iJfsJ: <»3i3** IDNAIf 
Jn-^BS'Sr^^fci"^^^^ J-n ;V^tcMi"^>^#-^#^^^- ,v ^ (nuclear polyhedr 
osis virus ; NPV) ©#V^ KV >"/n^-^-, S V 4 0 S*<0^n * 

fciiSE# 2004-3119831 
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fllxl^ CNambi, P. • • ^'^tn^^ • V 

U- (J. Biol. Chem.) , 267^, 19555- 19559H, 199230 fcfB*W>3rffiKfi£o T=ff & n £ 

[0 5 3 4] j . 

Lfc^-C, *#&W<7>**y--^#i£Ki3V^ 1 4 2 7 3tf#^tn^ 
fct-CJi, -tftSflt&a^ttKftoT»«Ul 4 2 7 3Sm*oT4 iV>U 1 
4 2 7 SS&ttfc^rt-Siffll&frJB^fc * <> 4* 1 * 2 7 3 5t»#*#*i"*«M&® 

[0 5 3 5] „ . 

*5kW<Z>X* U -->^ffi^i3V>T, 1 4 2 7 3Sf#ttttStt*ffl'/^^ 

[0 5 3 6] 

1 4 2 7 3S#»mt5»t LTti. 1 4 2 7 3»^lL/;f±ttt^ 

o 

[0 5 3 71 

^■itL*H^ifc*v^ 0 «]ftO*»*fefc LT{±, Potter-ElvehjemM^^v^^-f 
-T?Jffl]fe*« , tit-t'^^ 7-y VV-fV^y (Kinematicattlii) 

(500~3000rpm) tfilFI ftl~10*) it'kU ±?£*$<b«it 

(15000~30000rpm) "CaUT 3 0 53— 2 #BI*'frU #<b*L£M£ffiHi^ 
k-TSo BEWBfl-^Kitt, MLtl 4 2 7 3^#J:»S^'J >Hf^ll6I^ 

[0 5 3 8] 

1 4 2 7 3^#^4:^1-*M^MlS^*^ 1 4 2 7 3^##^S«> l«BJ&S]fe») 

1 o 3 ~ i o 8 flfe*j©#»it<, i o 5 ~ i o 7 <» & 
-5) J; -9 £ & <?> o 

[0 5 3 9] 

WHOft-Mllfc 1 4 2 7 3 f tftfc o^ft*^5*^^*^ ^ y-^y^-r 
-5>±IS^a) ~c) 4 2 7 3£##H#^ 

[0 5 4 0] 

1 4 2 7 3£##:Iifrk LTli. 55««a©l 4 2 7 3 £ li * ft i: 

©Stt^f 4 2 7 3^#i^^I4 tv^o ££tN H*<0«ttfc«: 

[0 5 4 1 ] 

2 5 i] . c 1 4 c] , c 3 5 s] &¥^mm.2friz*%m<Dik&w%z&m^t>tiz> 0 

[0 5 4 2] 

JMW'fi, *»MO<fc'6*k 1 4 2 7 3^tro^tl£ft?^S^^^^ 
y-^y^fcfrfcSfctt, **f 1 4 2 7 3^##:=Sr^1-*mt7tMBa«mil^«r. 
* ^ i; - =u y 7 \,zm L/C;* ?7r- l^ISt *£fcfc.fci>l4273 g#*Mip a « £fi$i1- 

ffi|E# 2004-3119831 
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So /<977-i:tt, pH4~10 (SiL<lipH6~8) ^<»77-, h U 
A-itt^777-4^, *5&WOft-&»4: 1 4 2 7 3«H*fc©*frfr*rBMFL&v^< 
777-TUtfv>f*iiriJ:v'. *#*(Hl^ttt«S*aB^ CHAPS 

, Twe e n-8 0™ (&7f7^i) , v^h-^ f^y^^*^ 
lTOJ^777-t:JDi^Ht-i*o S<bK> yoflT *" ,tfK i* v «*i«? 
ij5(r>K©5M»*«lx.4B(»TrPMSF, n^^f->, E-6 4 KW^Mii) 

i)gV-b7 , ^-^i:> -5eS (5000~500000cpm) OliHtfc*^©^ 
*tt*flHnU BtttlO" 4 M~ 1 o- 1 0 MOIOMIS** 

(NSB) ^^S7i^^^*J^*^^*^^^* Sn ^^^^ J -~' / ^ ffl 
ffS 0 Rj6tt»0~-5 0"C, a*U<tt»4-3 ft20fl-24l»«, L 

'< I±#li3 0^~3«PlWff do RJfefc. *r?*IMi»»-eiiaU MOW** 7 t-t? 
ttfrLfcfk #7 Xllllti«t ^MfStt^rf y f 3 > * 7 > ^ - ^ 

*S4-S (NSB) Sr5|V^c*-7> b (Bo —NSB) * 1 0 0 % k #i»*S^i 

(b-nsb) ^ 50%jaTK*4iafcft'Mfc*JS«;ia#tt»«>**«»** 

[0 5 4 3] 

*§&m<n<ti?®t 1427 3&®-fct<D&&&*mk2*tztt&yi}* a? 

[0 5 4 4] 

^f, 1 4 2 7 3$##*#*i-^M*^^^^^ ;v ^^- HfK** 
■T * o * * U - - > 7 **T & ? * 7i o T tiltf *> o Tff^^^Afe* * ttflllft 

mmmmm^ommt^^mM c a 2 + . camp, 7 7*k>i* 

if) <o§Ltiw, ttmt^»*^^"^^®i 4 ^^ gtfWS**fc**TS 

LfclBtt*»*K-C**- 1 4 2 7 3$WML/:lli LTti. ^»fflO 1 4 2 7 3 

zmmfc. ±m<n®Mx.m<Di 427 3fi#^it«*^^ 
Mtu^ ffiiiffii. iiwaajt^M^^^ -tLib^%i± 

^wfctt#$*.*«ttin«* t »* u^o z<Dm%%Ltvxn, mmm 
urn v>wt ^bTK^ss. §fsm£^) fc^a^ *^v>}±^« @fcm> 

tt^kmt&mtLxii, 1 4 2 7 3&&fc<Dm&&&<owL=?&M&£vv#> m 

BiSE# 2004-3119831 
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ilSUl 4 2 7 3St#W^7^^ KB**';--^:****! 

^Jfl** Mi, 1 4 2 7 3g##. 1 4 2 7 3*»ftt**t4«ft, 4 2 7 3 

[0 5 5 1] 
[0 5 5 2] 

Hanks' Balanced Salt Solution (^aftW fc, 0.05%^vMT^^ ( 
[0 5 5 3] 

[0 5 5 4] 

b) 1427 3 n 5 ^ 

1 4 2 7 3S^M$^CH0tt*, 1 2^-M:5Xl 0 ffl//vt?» 
ftU 3 7t, 5%C0 2 , 9 5%airt2aFl^iU:^o 

[0 5 5 6] 

d) **W©ffrfc*«>lW** 

i-SiO^U -2 0t-C'fft&o 
[0 5 5 7] 

a) l2^a^«ffl^^-^^'^*^^ 1 4 2 7 3 ^ # ^^ CHOM?^ ^ ^ 

Hfflm 1 t2TOU:^ 4 9 0/i 1 OilJElSit*^^*^^ 

b) ° 1 0~ 3 ~ 1 0" 1 0 M««ttMfrfr l to»ifc* 5 M \1mk.tz^ Wffi.Vtt%ffi<ptt, 

OKI 0" 3 MO*»!S«»*5/« liD^.T^<o 

J) 0 »5«L***U 1 m 1 ©*lM§*W»rc 3 Hli5fe^i-^»o *HJSCfe^Ufe«lftU # 
>K*0.2N Na0H-l%SDS«U 4ml«'»fV-^-A (ftjfc 

Percent Maximum Binding (PMB) ^^.O^T^iCJ^o 
[0 5 6 1] 

HiiE4f 2004-3119831 
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PMB= [ (B-NSB) / (Bo-NSB) ] X100 
PMB : Percent Maxinium Binding 

b :&#£inx.fci$o4i 

NSB : Non-specific Binding 

B o : „ ^ „ ^ 

*.\±*o>$L\±, mtoWit 1 4 2 7 3Sf#iOiB^tt*«ft***ftffl*tt4^»i 

) SE*Bfl&JW»®tt*5(rU«:vMk^®* (v>;b*9>£. 1 4 2 7 3 SStefc**-* * 

yy 9 zt—Z. Y) % 0") I»l»Bfefc 1 4 2 7 3 <^>M^-tl fci&arrS'ffrfrft * 

-e<75^. *av>i± (-) ftelii 1427 3$s#t©»^W**ifl:^*i^ tt 

[0 5 6 2] 
10 5 6 3] 

■ctt, «xtf, &$tm (fljfctf* ffla*> 'J>Hk *fbfc*BL t<vm., &&v* 

[0 5 6 4] 

1 4 2 7 3 7 M±* 1 4 2 7 3 * V # > Kt?**IS 

[0 5 6 5] 

1 4 2 7 3^^t-67>^^-^ M4, 1 4 2 7 3 5S#t:*tt*y*f Kf* 
[0 5 6 6] 

TOm^ 1 4 2 7 3S##iW^#£^&^Mfc£-%3: 1 4 2 7 3f 

Mtf^-rz *kmm\!£ Kj&zr &<£x*&m&% mmtLx^mx^i> 0 

[0 5 6 7] 

VSmWtt 1 4 2 7 3^##tco^*^^^-*^^ ! ^^^^'?'^ ; ^ {i ^ 1 4 2 7 3 
[0 5 6 8] 

tL4 (i) 1 4 2 7 3$«*C*tti7rf-^ h 4*: I* (ii) JKfl&mi: 1 4 2 7 3^# 

pg^k Jin* *m*m> muMMmwm, 4>x')>mmmia. xyuam 
mm mwAftm***** (acth) («F*u<t±> flifiMfc^^y 

, * M^fifi^k SIIWiSKJWft*^*^ (ACTH) 3ifcMJ#J) tUt!T?*4o 
[0 5 6 9] 

ffiiE# 2004-3119831 
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i) 1 4 2 7 3$«#i:Jtn7^hifctt (ii) Mitl 4 2 7 3^t^ 

, m mm, am) . ib*5*b**, #)E^s ^ > 

^y>TW/u4f-, JigJK^iSS. *ttI«K, ffiJfiDR*^ « 

FFAi, i«*ttJBBI»JE, IfiKJff. «k*fe««l»#. IMSaE. *SA^> »** 

(ffik nv^h^V (CCK) . ^hV^'f Vteh'J-^fK (G I 
P) , ^bV'A ^;v*rf>«^7°f- K- 1 (GLP-1) , Vvf^^fV, tfXh 

[0 5 7 0] , 

i ) 1 4 2 7 3$S#t'*ti"*T^-^ fctt (ii) J8SJ»»fc 1 4 2 7 3§Sf^S 

&?i*Mm-tz>it'kmiztz\±**>&\z. mm, mwmt, nmmmm^ zxfztib 
(om^m mm, rT^-^wmmmt^.. mnmrnmrnm, &&'W&m&> 
.b&*<D&&smmmm&* m&&mwimMj&m (ptca) &<owam, &mmm. m 

Bfttt. ffiffiHlL*^) , 9**nm. JHJliLflfttJSl*. *SMWffiftfi!. JH^ Tan 

g i e r*54W , T^o-A^MflalMf*** 3 * 0***1.6 ©ABMl Cfllx-tf> Stt 
R&jft (CHD) , MifiLfci?] > BBKftWWW^itf-f-o^a&Jfeft^**^!*- 

[0 5 7 1 ] 

(i) 1 4 2 7 SS^^-f&T^-^hf 3t»4 (ii) 1 4 2 7 3g##t<£> 

»#:&*iaa«te«Sfctt*©*«^ WWAK*!**^*^ (ACTH) ^&ftHW#J 

*r-n-;nfiu W»f&*1fr, eMtfU^fi) . M*&*©»lift^feftWI»-?e«3W 
[0 5 7 2] 

y - v Y*m^x%b*i& (i) i 

4 2 7 3 T b*fc»± (ii) JTOM^ 1 4 2 7 3S«#fc^ 

MW&WW***'* 3 ' (ACTH) &&M«T*I (»H<li, »»«]»*»& O^U *n- 

WWfcttW***** (ACTH) Wte»J) tUflt^o 
[0 5 7 31 

i) 1 4 2 7 3»W*7>^-^ Hfctt (ii) B&1»»*: 1 4 2 7 3§fft 

<o&&t)*W)?z*z>tt& e to*K\t*<DU.\*, mm, mmm, mmmnm, ^v-v^ 
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N >f>^'jyrv^-, ubissbu ns-o^y ^ifiL^. i^im.« 

(«, 3Vv^*-V (CCK) > ^h'J^^fVteb'J-^K 
(GIP) , ^fW, 7**drviaL'<'f+Y-l (GLP-1) x V*YX9*-V. 
1ST. \ V >ffitb^y^ Kn -b^Vf"V> XV T 9 7- 4 74 -ffri-ff- Y\ 

y>\ W^^P, -a-n^Vi^V, -a-n^f KY, r ^7r 

y^s, ^^f-KYYftif) «>£>&m. ^«>*a 

[0 5 7 4] 

i ) 1 4 2 7 3 £##K*H-<i>T hJfcli (ii) HKit 1 4 2 7 3$##k 

AttSttRfi*!^ «&8jSM6R3&Jfc«r (PTC A) t^M^ 
Ta n g i e r^=&k*] * T^n- AttttRBMfcJft*****^**''^®*** Cffilxtf 

, simmer (c h d) > ma&?) > mKftwtaitm**v*<omxm*z<om&*> 

[0 5 7 5] 

( i ) 1 4 2 7 3&®mztt-rZ>TV?*~X Y Sfctt (ii) TO^t 1 4 2 7 3 
iott^tj^Stift-frft^^tt*©*^ ■llfAKWft*^*^ (ACT 

h) «#m^jkL-c, «ittf, *s-&au«t«im (mif> «ftw»y 

fth-f^, ^msiB^, y*^*-*fc, &&^) > *&R *7n-«) , nf»s 

w) , ttg-tftgA jh*«&. &§kmut&, nrnmrnttm. 

»m#sj»») > M^m (0»x.wr, »tt»> Rtt#»4^ w&^&ta-s- 

^ WKfiiftV, ¥«»*AKJ:**ttlR«56ffl^ ACTHfWi) > 
[0 5 7 6] 

fofii ITO tc,8§ £ ^-e § & 0 

[0 5 7 7] 

^iHotit ffieL^#ffl»kffl^^-cfflv^£fc^-e^^>o £<&R, 

-10 O&MUM^M iv> 0 

2004-3119831 
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[0 5 7 81 
[0 5 7 91 

ft* HfltMiti :H:io -c»rr *£fc#T**.£ftfe »H K * »t * * 
[0 5 8 0] 

**»^n»±. ±wa* -r <b cams© j: ? 4*«fi#«:**-rs - ***** 

J: 3 *5c^mffi*»«l* * fc 2« & ¥<DM1£<DWmmMK'&o X&k 

©ttl&aSfc'S'trlSSgifc D-VJUfh-*, D-v>-h-;K MthVfA 

4 ir) ftwfflv>feft. aL^4»#«j»*i. t^3-^ («. A^y-^) . j 

rS«J (« #'JVM-h8 0™, HCO-5 0) ft^kflUU^, tfUM*: 
Lt(±, «iwr. 3-vftk ^li^M^?,^ »»*tt«|-C*a*A*»^>^^. 

J^IiLsm. mm*, mmn uvwwmmiu iww-M;*A«ra 

[0 5 8 2] 

x.(f, v?*; tyy, 7^ 9*. ^3, tJV^if) IZHLX 

[0 5 8 31 

$)x.{£ 1 4 2 7 3 ^#C^t^7^^ 1-^4114, 

swkft^fc* ^niiiifc*^ ins^oi^, HRttcfli^ ttmjsm^ (# 

160k gfcU) fc*V*Tli, -HKoiftO.l-lOOmg, fftKliftl. 0 
~5 0mg. *9ff*L<l4ftl. 0-2 0mgt*«.#gn»i:ft4tmtt,t 

© i H«**H***rtu a«ttftiric*oT 

ffltf*l<03B-e*±a*«*.tf, «R*JM (#*6 0kgi:LT) ^^vj-Cti. -Btco^ 
ftO. 01~30mggg, &iUW0. 1-2 0m«M. J:9«F4U<tt»0. 

1-1 OmggHtflMCi «w>»**>**%, 

6 0k g£fc!Jfc»#Lfc««^i-*£fc* , ***o 

|±ISE#2 004-3119831 
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[0 5 8 5] 

jjr*- 0 ^nh>NMRX^^HVT% 0H«NH^n>yfyn-K-e*B-e*ftv»4O 
[0 5 8 6] 

^ O^ftfe^^^: * -Cfli ttT v>^> B&-^- tiTIBO^i* ?r Tjs-t o 

[0 5 8 7] 
s : '>>/Uy 1" (singlet) 
d : iT-fls? Y (doublet) 
t I h U "f\sv \ (triplet) 
q : PtA'TvY (quartet) 
m : -7;Vf-yi/y }• (multiplet) 
br : -fu~-Y (broad) 

J : # v ~fV y-PfeWi (coupling constant) 
Hz : (Hertz) 
CDCh : l^ao*;i/A 
DMSO-de : Iv^fW ;V * ^ ~> K 
*H NMR : yn} 



*B*B**3J:O f Bn5£*JV*t\ *3fe^75 ya*^*<rf -e^t4»^ I UP AC 
-IUB Commission on Biochemical Nomenclature K «fc £B§"^-£><2> V>{i^tg7>!IH-i3 



[0 5 8 8] 




DNA : 




c DNA : 




A : 




T 




G : 




c : 




u : 


•7 7 ~> ;v 


rna : 




mRNA : 




d atp : 




dTTP : 


. 7***V-7 V 5 v>HV >m 


d GTP 


: ft*y^7^y>='J > 


d CTP 


; ft^yyf^^H'J >^ 


ATP 


: 7f^ y>H'J >^ 


EDTA 




SDS 


: FfyJUilt b'JfA 


G 1 y 


: 


A 1 a 


: 77^v 


V a 1 


: y 


Leu 


: n */ y 


I 1 e 


: /fvo'fyy 


S e r 




T h r 




C y s 
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V v > 
t * V > 

h y 7 h y r y 
~?X2 y > 

M X2>T)\>9 5 

iV f 77'J^>-4 (R) -A^tUl 

10 5 8 9] 

^ y "> > f" 

^ > ;t^f V# — 

t -y*Y ^ 
h y f-* 

x _ £ p n dp- *ys<>X h 'J T !/- ^ 
3 f 4 ->*fc Ko- 3 Kn^fi/- 4 -**V- 
1,2,3 'JTvV 

: i 

7 3ff*©7 5 ymiE^J^TF-fo 



Met 
G 1 u 
Asp 
L y s 
A r g 
H i s 
P h e 
T y r 
T r p 
Pro 
A s n 
G 1 n 
p G 1 u 
* 

Me 
E t 
B u 
P h 
TC 



T o s 
CHO 
B z 1 

Ch Bz 1 

Bom 

Z 

C 1 -z 
B r-Z 
B o c 
DNP 
T r t 
Bum 
F m o c 
HOB t 
HOOB t 

HONB 
DCC 



Y. Y 1 4 
' 2 

t bfi^l 4 
IB#]#-f- : 3 

T^^fi^l 4 2 

: 4 

4 2 

##$1 A3^*3tt-&PCR Ltz-fy^!^- Ott»Wlta«t. 

ffi|E# 2004-31 19831 



7 3§##£^- K-t"& c DNA<£>^^fE^J£7F:i"o 
7 3 T 5 J WMM *7F-?o 

7 3 a- Ki-^> c DNA<Z)i^@2j!j£^-f < 
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I5?ij#-t : 6 

w&m-% : 7 

##0!JA 3 K33lt<2> P C RRJST-ffiffl L^^"n-7*om*Se^J*^i-o 
@E£iJ#-t : 8 

7 y hfiSfcl 4 2 7 S^Wfl^^- K1"& c DN AGDil^ifi^!) £^1"o 

@B^J#^- : i o 

BS^lJ#-t 111 

##£3 A4^j3lt^PCR RJST-'Kffi (D^&^n * 751" o 

@S^iJ#-t : 1 2 

##$)A 4 Kistf & P C RRJBX-^m Ltz-Ju - •7<Di&&mm*7F-$'o 

mvm^ : n 

A5Ki3tf&PCR fciST-ffiffi U^'fv-l om^SS^iJ £ ^i"o 
SBJ'IJ^Ht* I 1 4 

###)A 5 ^^tt^> P C RM^ffiJB U^7^f-7- 2 Oj&SIBm^-ro 

: 1 5 

A8^i5lt-?»PCR RJSTM* m Ltzzfy <i~?— <D&&W.n £ 7fit o 
ifi^J*-^ : i 6 

###8 A 9 KistfZ PCR RJBT*®^ Lfc^7^-7- 0&X@£?iJ * 75 -To 
: 1 7 

##®1A 9 ^*5tt^ P C RRCS-Cttffl L^n-T^^gS^JfrTF-f o 
BE?!l#-t : 1 8 

A9Kj3&t£PCR KJST-ffiffl U^7^f7- O^^SB^!l & Tret o 
IB^llS"^* ; l 9 

###)A 9 Ki3tf & PCRRJST-ffifflLfc^'f -7-om*IB?d£^1-o 
SB^ll^"^ I 2 0 

[0 5 9 0] 

f&&<7)###9A 5 T?#ib*L*:7^g3£&#E scherichia coli JM10 
9/pTAratl 4 2 7 3(i2 0 0 3^4Hl8 Bfrb Wsk^^ < l^Tfr^ ITS 1 

! 4.^.^ 6 305-8566) <Dm&ft&&Amm&ffim&mftm mm-^M 

^f£-t>-^-^^ft#-^FERM BP- 8 3 6 1 t tLTV>& 0 
[##«A 1 ] 
[0 5 9 1 ] 

tb^itfv^^l427 3$WHl^^^-^ii 

k: h^ilT^X 1 4 2 7 3$##^=f- Ki-^DNAKfM-ti-ett-rtt, WO 2 0 0 2 
/6 7 8 6 2 0 0 0/0 0 6 1 1 MW^J^otPCR^ffl^TMT 

C^*^ n >x y ^) n-vU #?)^DN A$rfi-£ P AKKO - 111^ 

^-©Sall, SpelMCiAU -^tL-m^l&SI:/ 7* 5 VZMm L£ Q 
Tg#<2r^JO^-trCHO (d h f r " ) MMKZiib<D§&m77 * 5 K* l>7^7i 

[##$)A2] 
[0 5 9 2] 

tl*;j3j:0 f -7?;*.1427 3S#fri=*ti"*ffiWSft^^ttOfl|S 

CHO-K liWlj&tttt. #£SB*W**ftv>|R!J 1 0% ^f&JBJfiLfll (I n v i t r o g e 
n) t^tf^AF - 1 2Jgi& (Invi trogen) fcffi^Tig^Lfco f5>77x 

iii8E#2 004-3119831 
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>*ffdfirBfc 1 0 cm 2 2>£l9 4. 5 x 1 0 5 1@tf>«£ft£ , 5%C0 2 tt 

Lipofectamin e^I (Invitrogen) Srfflv^ K**f*©:£ifefcSl 

fc, if, i. 5m 1 ^^-T-* 2#ffliiU ^tt-TtLlcOp t i-MEM-I^«! ( 
Invitrogen) * 1 0 0 M 14W£tfc. 

1 ^ g, HfrJCL ipofectamin e^l^ 6 ^ 1 W**®^^ 2 

O^P^iSCifLfco :<0«i:Op t i-MEM-1^8 0 0 M 1 iDx.*: h 7 > 
va ymm&WL*, £<b^C#>Op t i -MEM- I^i*ffl^-C$^L/:CH 
0-Kl»iCM, C02**»»cr6l*|III««Ufco *M6«©*tt»^ pbs (I 
nvitrogen) ^T'J^Lfct, 0. 0 5% b'J^»-EDTA**{ 
Invitrogen) fcfflv>Ti!ltf*U JS'MftftfcTEIJRLfco »&*Lfc*Bfe<0lfc*« 
gL, §il00^ 1 *ifc «3 5 x 1 0 4 fl^Mfe**** Z 0 fc**U Black 
walled 9 6 -we 1 1 plate (Costar) Klft&tz*) 10 0^ 1 1* 
ofl-ftft, C 0 2 *&*if fcT-BW&* Lfco ±Eh?^7x^i/a >«fttTHIttt 
UCHO-K1 JWfifc4HIt»9- > 7* **JD U £ ^^^>«rt * * "> 
■7 Ajta?<DMj£F L IPR (Molecular Device) £fflv*T$i]^Lfco 

fl i ?R\zxmuM**sv&m&<omh*m < £.'$-z>i'z$>\z, j^T<ofM$:it^o 

S-f, MK^TfrfeSfF 1 u o 3 - AM (DO J I N) **iDi-*fc»> fc*v>»4FL I 
PR77-fe^f ^^fditm^Ji&^^i"*^*^^^^^^^ 7 HB s 

S (Invitrogen) lOOOmUlM HEPES (pH7. 4) (DOJI 
N) 2 0ml *an*.fc*« (£IT, HBSS/HEPES»«) fc. 7 n^*-> K (S i 
gma) 7l0ragHN NaOH 5mH:M?M:HBSS/HEPESM 
5ml *Jn^«^L-3t*»l 0ml £»U COjMttTy^^^T-tU. ^ 
CFluo3-AM 5 0^g^2 1//l DMSO (DOJIN) C#»U 
g<9 2 0%7";vn>^ (Molecular Probes) fcirax-rl^^ 1 0 5 1 
©4*BMr&«;&nLrt:l 0. 6ml^77*'f^9 77-i:jJ0x., »*fe*»iR*P» 
Lfco l-7^7x^y3 V«tit»UCHO-K l*Hij&Oi&:Hi*lfc£, 

i K*>iz uoo/<i fo^t, c o 2 ««sct i i$wii&*u ffluia^^* 

LIPRC-kybU. »MCHO-K l«C»t^W>7;Hi7 

^^^^y-^^XigU |W]B#KFL I PR-i:-fc? h LTCo £JJiOlitJ#ktt£*S L 
fcm. FLIPRC T#«tWfc-9- > ^^JO^OJKBII&rt * ^ v «7 A *«0>8aHi fcffllfc U ^ 
o -e<^)^, b W >m (Palmi toleic acid) (01) > 

;vm (L i n o 1 e i c acid) (02) , r-'J^^H ( 7 -Linoleni 
c acid) (B3) , 7?*K>I (Arachidonic acid) (H 4 ) 

(Docosahexaenoic acid, DHA) (IS 5 
) &*to7Llzh%\Z* t Y&ZZF-WA 1 4 2 7 3Sf#OTfJCHO-K ltt^ 

^.^^_^^|;XU:CHO-Kl«tii, J: ^ *J64H±^,fe*t**o^ 0 

t hisit^?* 1 4 2 7 3$«#OrtHtt'J K^IBt&Bft-cabSC b&Whfr 

^ & O 7C o 

[0 5 9 3] 

tM 4 2 7 3$f# mRNA^lM 

mRNAW^i^fCliABI PR I SM 7700 SequenceDetect 
or (77*5^ Wii/^rAXtt) *fflv^ Q Hit^^i^fflv^ 79 >f [5' 
-GCTGTGGCATGCTTTTAAAC-3 ' : 5). 5' -CGCTGTGGATGTCTATTTGC-3 ' : 

6)]t7"D-7*[5' -AGTTCATTTCCAGTACCCTCCATCAGTGGC-3 ' (IS^J#^ : 7 ) ] tt , tMl 
4 2 7 3 &mft<Oi&&Wffl 12) £ *> t K AB I PRISM Sequen 
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ceDetecto rll?)V7 HiTPr imerExpress (TTV'T K/*-f 

total RNA (^n>fy?tt) 1 fi gfrb ? "7? * v-ilv>Tl6?R 

lSU'&lSU^*«itfc. atlE^RJSliaMEWSt LT SuperScr ipt 
II (GIBCO BRLtt) t«fflU »tt0^nh3-JK:U#ctffofc. AB 
I PRISM 7700 SequenceDetector OKX&tftU TaqMan Uni 
versal PCRMasterMix (7^5^ M>f * 4 ^f AXtt)t 1 2. 5 
^K^^-^O. 9^M. ^n-y^O. 2 5juM. cDNASSWW 
, Jp«*-C2 5^ 1 kUWU. AB I PRISM 7700 SequenceD 
e t e c t o r-CORJStt, 5 0TC-C2fl\ 9 5*CT1 0fl*©3L 9 5 *C • 1 5#\ 6 0 
*C • \ fr<D*M ?)\s*4 OEIIl»)jSlx"Cffo*:o lih^iti^mRNA^TOS: 

[##$)A4] 
[0 5 9 4] 

7yM 4 2 7 3f§# mRNAOMM 
mRNAOMi^fCliAB I PR I SM 7700 SequenceDetect 

-GTGGTGGCCTTCACGTTTG-3 ' (E?!)#* : 1 0) > 5' -CGCTCCTGAACAGCGACAT-3 ' (IE?iJ# 
-^-•11) ]fc^n-y[5* -CAACTCCGCCCTAAACCCCATTCTGT-3 ' (K^J#-t I 1 2) 
?i Ml 4 2 7 3 g^O:l£3£iB?lJ (K^J#-^ : 9) £ *> tKAB I PRISM S 
equenceDetecto r*|OV7 Mx7Pr ime rExp r e s s (T 

J: tfTfc^jm* h WtftfU7 7 h J: «3#®IIK#£#§toU total RNASrI 
s o g e n (-y#>y->tt) . poly (A) + RNASrmRNA purif ic 
a t i o n k i t (Ph a rma c i a*h) *Hmv-a7*PU^ 
TilLfco #&*lfcp o 1 y (A) + RNA 1 ^ g£Dn a s e I (Amp 1 i f i 
cation Grade, GIBCO BRLtt) M> 16 0ng^RNA 
PCR Kit (Takaratt) tffiv>t, 7- a 7^V>4 2tT?cDNAH* 
LfcoABI PRISM 7700 SequenceDetector ORJ&RttT 
aqMan Universal PCR Master M i x (T 7? J V'U * V 
^fAXtt) £12. 5^ K «-^9>f7-*0. 9//M> T'n-T'fcO. 2 5^M, c 
DNAit*$W*> &S*-C2 5// 1 tLXmmhtZo AB I PRISM 7 7 
00 SequenceDetector1?«i, 5 0tt2^> 9 5TDfl0^ 
& 9 5t- 15t, 6 Or • l#0*r>r *;V£4 OEUfcDigLTfi'ofco #«&JttT<3 
mRNA©»a59-**H7K^"t. TS#> 0> * 
o 4fc, **&m*b^**!iraLfc?y KOTlft-eiil 4 2 7 3»mRNA©H 
S*«5±#?-3& s ^lti$^ 1 4 2 7 3$^#**^ b ^©P»P«4LtV'5ii#IHe>* 
ii&ort: (El 8) o 
[##0!lA5] 
[0 5 9 5] 

7? M&3fc<Z>l 4 2 7 3g##£n- Kt4cDNAO^n-i>^t^Ofi*E^ 

77MDNAt«U, yy^-l : 1 3 ) RVzf? 4 v- 2 (15 

1 4) */Hv>TPCR*fTfcofco PCRfctt Klentaq DNA Po 
Iyaeriie(^-^)MV, ( i ) 9 5 "C • 2 fl\ <ii) 9 8^-10 
*j\ 6 3t- 2 0#, 72t - 1^3 50^ 7 2 *C • 7fl-«#«»S«:ff 

*«i»*TOP O TA Cloning Kit (Invitrogenti 
) Ofe*CU#oT7*5X5 K^^-pCR2. 1TOPO (Iavitrogen 
tt) fc*a-->^Lfco -*i£*JMJM10 9 (SSH6) ^tALT, TV^SK* 
jto^-Vtamp i c i 1 i n **trLB*5e**+-C»ttL;fc. ^^O^n-^o 

miE# 2004-31 19831 



#M 2003-394848 



^-v : 88/ 



5IJ OEfll**: 9) iOcDNAJ:l9S#ffi$tLST5ymSB^J (@D3n)#-r : 8 

) mtiiSHr^-Se** r a t 1 4 2 7 3 fcffrSLfco tfc, ^K<6«#* 
(Escherichia coli) ]M1 0 9/pTA r a t 1 4 2 7 3 ^ 

[##^IA6] 
[0 5 9 6] 

H M 4 2 7 3f «IC H 0«O c AMPliS^t Jltet^^i 

H M 4 2 7 3g##3££CHO«HJl&^ 1 X 1 0 5 /w e 1 1 OSfeEt? 9 6 -we 1 
1 Platet2 0^tUo ttlil 0 0^ l©As s a y Buffer (0 
. ImM I BMX (ftttttX) ££^0. ImM Ro-20-1724 (Biomo 
1) £Hrt>DMEM (I n v i t r o g e n) ) t2 0» 2 /jM07*W3'J > 
(Forskolin, fctt^tfc^A s say Buffer^ 

»U/cS&m. 7 -'J^V>m, yy-JH», DHA«J:O f tW>S(aKSIGMA 
) SriDx.T3 7TCC1 0«-IBRJ©L^o c AMP Screen (AB I) 

*i^ottt^iu i»cAMPt«u, -e-ott** 7*^3y>t 

#*4v**fr-ett, #J»JBHMifc M 4 2 7 3Sf#MCHO«i^ttc AMPt 
&«ttl±*3**ofco 7*^3'J> (2/iM) ^T-Ctt. HM 4 2 7 3S 

§WH01WU 7 -VW/E »;7-;vm> DHA^itFtW^lic 
AMPi4»«ftttt*tfcOKttL-Ct«Ttt»«fittttae'*L4*f«: (09) o # 
m<OM M 4 2 7 3 S^^MLt v^j^v^ C H OlHtii> Z<D£ 7 4 c AMP14PP 
tiftl ©14 » Ji. e» tL& o tz o 
[###!)A7] 
[0 5 9 7] 

jBJffiMftl£ UHFH 2 7 3 ^f#MC H 0»r^MA P 

^Aimtt M 4 2 7 3$^S^^-^ffl^tgM^7?^ 
IUHM 4 2 7 3$maCHO (CHO-hl 4 2 7 3) **'*CHO-moc 
kjfflH&*3 x 1 0 5 /we 1 1 roMte^x^T-WH^t, JAL#MK*J9WA (* 

XjfeLT 4 B#WJg*&, 3 0^ MO#mJ3g0m^«L^o 1 0fl*NH ~> a > 

L7^0>*> (TEFCOtt) -C»W'ttffiLSDS-PAGE 

Kio-cmtfofc, WhosphoPlus p 4 4/4 2 MAP kin 
ase (Thr 2 0 2/Tyr 2 0 4) Antibody Kit (Cell Sig 
naling Technology, Inc) *M^-?x^r/7*D7rr/m 
ofc. HI OKStlO, KH 4 2 7 3SMWMWCHO«tO*, fliflfi 

[###JA8] 

3 T 3 — L 1 iB&OiiilWi*^ ? 1 4 2 7 3 £^©»3ft Jtt . 
7*XttttMMMIM* • 3 T 3 - L 1 |Bft©I&IMB»^©^b**fcfr 14 2 7 

[0 5 9 9] 

i£ifUi4 5g/1^3-^ 1. 5g/l Na2HC0 3 mDulbecc 
o' s Modified Eagle M e d i u m (DMEM, >f > * Y uy vft) 
fcl 0%*~>flMBlMf (Th e rmoT r a c eft) , 10 OU/m l^v'J 1 0 
0«g/mUM^7'hWi/>»L7t^^fflW:o 7 5cm 77^3T3^7 
;Vx>K:l«U3T3-LlW:> 2. 5 ^ M Dexamethazone 

0. 5mM 3- i s o b u t y 1 - 1-me t hy 1 x a n t h i n e, H^g/ 
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i >r>^'j>m±ia«i^ttfco sbmpbs (-) -e 2 mgfe 

[0 6 0 0] 

Total RNAfil SOGEN i:t»ajl/: 0 cDNAIi> R 

NA 1 £1 g*e?>n^'f'7-, j£f£Wl£fc USuperScriptI I 
IKK (GIB CO BRLtt) *fflv>. I#^7^a7JV^c»t 4 2 TC-CR*S*tr^ 

EOTCi^-^lLT 10 0^1 £»#L;fco RT-PCRiiS e q u e n 
ce Detection System Prism 7 7 0 0 (PE Biosys 
tems*±) fcffiv*. 7 9 >f t LT 5 ' — TCCGAGTGTC 

CCAACAAGACTAC — 3' (K50#* I 1 5 ) . 5' -GACTCCACATG 
ATGAAGAAGGAAA— 3' (Wt:l6) ii^TaqMan probe 
tLX5' - (Fam) CCGCACGCTCTTCCTGCTCATG- (Tamra 
) -3' raff : 17) tffflUo RT-PCRat^liTanMan Univ 
ersal PCR Master Mix (PE Biosyste mtt) 12. 5 ft 
1 fc, titbit 1 0 OftlAW?? 4 0. 0 5/£ K 5 ^MOT a qMa n p 
robe£0. 5 M 1 > J: O^e^tm L c DNAjfit* 0 . 5 ^ 1 iDx., 
mfM2 5^ UUo PCRRJS»i5 0TC- 2*, 9 5 <C • lOfrOft, 9 5t 
• 1 5#> 6 0t - 15^^M *;U&4 0II>)1U, #P>tL^3T3-L lflUSLK* 

1 4 2 7 3$»mRNAMHi total RNA2 5 n g *fc 9 
fc UifflU (Ull) o 

^©ft*, 1 1 4 2 7 3 3 T 3 - L 1 JWttUftffi^O^ffcMSrff d Mr*'***? 

Hllili 1 3 6 0 2 7 copies/25ng t o t a lRNAt4ofc, 
6, 1 4 2 7 3^:##iilliJKm-cm^^ffl*fi^"^v>* t#x.?)tt^o 

[#f^A9] 
[0 6 0 2] 

? 7 h^^*Htf»^fflE^J3&ram^k^«^#^ 1 4 2 7 3£®te<n§&m$£W} 

(HOKUDOtt) cov^t, ^tL^i^^^*mmiitMflawJiti»SBia^^^'fb^^ 

#3 1 4 2 7 3g##<^3£Mt&&J^TO^^i#f L£o 
[0 6 0 3] 

*&ifcfi4. 5 g/ 1 ^a-*, 1. 5g/l NazHCOamDulbecc 
o' s Modified Eagle Medium (D-MEM, I n v i t r o g 
entt) i:i0%>?«i« (Hyclonett), 1 0 0U/ml^v"J>, 10 
0 fx g/m I X h V^>v>f'»tSJDLfc4©*ffl^ 0 25cm 2 77^31-3^7 

h JC*St"C^SIL^jfflfl&^> 2. 5/^M Dexamethazone. 0. 
5mM 3-Isobutyl-l-methyixanthine> 10//g/ml 
W v*^tf±SBJ&»*fflv>f2 BIH5MlSfl$*!ia**#*.N Ml0^g/ml 

y * 'J > **tr±lB*llfc"C 8 B Lfco fl-ffciWWjlBJa* * OWfcfl** 8 B 

fcvmfcfrb Total RNA«- 1 SOGEN (-ytf>*J->) tlV^aUiLfc 
0 cDNAIi, Total RN A 1 ,» g*fe, ?>*^:/5>f flME»*fc L 

TSuperScript™II jtt|E^«# (Inv i t r o g e nil) *fl§V>, jgstt 

»1 Tris-EDTAiit^llUc RT-PCRBSequence Det 
ection System Prism 7700 (Applied Biosys 
t ems*t) SrfflV^ 7* 4 v- t LT 5 ' — GTGGTGGCCT 

TCACGTTTG — 3' (EWS" : 18) , 5' -CGCTCCTGAACAGCG 
A CAT- 3' (W.n^ : 19) isXZFT a QMa nZfu-fbLi: 5' - (Fam) 
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CAACTCCGCCCTAAACCCCATTCTGT— (Tamra) -3' VBM 
H: 2 0) tffflUo RT-PCRRiBtliTaqMan Universal P 
CR Master Mix (Applied Biosyste mtt) 12. 5 fi l\Z 
„ -etL-rtLl 0 0 //M<7>y:M v-if* 0 . 2 2 5 //K 5^MOTaqMan 
-yfcl. 2 5/i K ^i^lia-CHt^cDNA^tl// linx.> SWtK^KJS 
&g£2 5/. 1 tVtZo PCR»5 0t- 253\ 95t - 1 O^m. 9 5 ^ • 1 5 
# 60t - l^-<7>-9--f ^;V*4 OEH^ilLfco &htLt:%Dtt1gmfl&ffifflB.fc&WZ> 1 
4 2 7 3$WmRNAHiiliTotal RNA 2 5 n g &tz *) <D 3 fcf-gci: L 

x^ttiL^ (m 1 2) o 

mmz&mm<n*m%muim*>t>titzo zvztfrb, i 4 2 7 3^««-c 
w^ma i o] 

TOm^i^A tT-2 omm^h<Dwm&mMm^^^y (acth) frmvw®m®. 

v^Tl#3jVfn hD7i»A t T-2 OW^tSiWIOACTHS- 
[0 6 0 6] 

4-fp o 1 y-D-Ly s i ne3->7?^«3V^ h-fe v a ✓Scfc- 
AtT/2 0ttt frfettamoJMfcfc^n-^bLfco *ff»tt4. 5 

g/lO^n-^S-ttfDulbecco' s Modified Eagle Me 
d i urn (DMEM. W >lf hn$*>*t) 1 0%7'>Kiil (ThermoTrac 
eft) % lOOU/ml^vrA 1 00//g/mUhvyW^-»»^*> 
©tfflv^o :©#fttAtT/2 0MIM4X1 0 4 eel Is /well/10 

0 1 <7)jSStt?P oly-D-Lysine 3-h96^x^WF CJv>T_ttJ§ 
*U T?We*Lfeo TJt'fKlV'iBu f f e rCtt, 25 mM HEPES ( 
p H 7 1) , lg/1 ^^;vn-^^^tf D ulbecco's Modified 
Ea g'l e Medium (DMEM> >f >e fn^^i) *JBv*fco ^Bu f f e r 
t?2[U^L/c^ If^MoWt^tSBu f f e r^l 0 0ml ini*^ CO 

2 -f yif^-^-ra 7tlHW7*WV^^- > Lfco *C1 0 nM©B0»&KW 
^^'✓ttttJH^ (CRF) *#T^iBKf«**fMr'f* b u f f e r ^*A*»*ff v> 
^ C0 2 ^ y^^^-^--C3 7TC9 0^-f b Lfco 9 0 ^l"- > 

Wi:SffU^1 2 0 0 rpm, 5min, ^Si^kU 4>Jf ^<b^>7^& 5 0m 
i@jrl/co »±*>**»Bfc*v*Ttt, mWf'>M7;v7-5> (BSA, s 

1 gma) b-^^i&B S A I F F A= 4 I 1 ©*#-C*#**fco ifcBufferO* 
oEfcCRFO^flsiraLtfrEK^ UM»BI**lHJ-r*KK:«Ai-ft B S A*«JmAfco 
EURL-fc^iX^Wi, ACTHiSl+y h (Hf^f^MCTH I RMA |~^#J 

) */Bv>TACTH*JK*iM5feLfco 
[0 6 0 7] 

mi 3t-^-rfc^«?> r-yy (7 -la) , («- 
la) &-<t vmMKCRFtzxvxmmztifcACTiifrmnwmm&btitzo 

1 4 2 7 3»1^7^^ hS1ft*^S*V»B&» (BA) li^jftfc C R F^SttA C T 

###!)1 4-(7x-W h*'»^>«>^n;r/||>f ^ 

7jc?^L^4-t Yv*Z/'<y j eyfv/*yW.*^)1' (0.70 g> 3.9 mmolk *0 9 JfrY* 
a-)V (OAS mU 4.7 nmol) * iO r > 1 J 7x^*^7-f > (1.2 g> 4.7 mmol) ©rf 
9 tKn77> (5 mL) »ifcfc7 (0.73 mL> 4.7 mmol) *«IT 
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>/ft»J.^JU-17:3) t«Sl, MMfr&W (0-62 g, JR5£ 59%) tft*tltftfc, 
*H NMR (CDCh) 52.59 (2H, t, J=7.5Hz), 2.89 (2H, t, J=7.5Hz), 3.66 (3H, s), 5 
04 (2H, s), 6.90 (2H. d, J=8.6 Hz), 7.11 (2H. d, J=8.6 Hz), 7.29-7.44 (5H, m)„ 
###12 4-[(3-/o*7x-^)> h^->]^>^f>yn^V^^^;v 

>s;;i/7^3-;v^?,«^*efel&*tLt||/;o W 68%o 
*H NMR (CDCh) 5 2.60 (2H. t, J=8.0Hz), 2.90 (2H, t, J=8.0Hz). 3.66 (3H, s), 5 
.00 (2H, s). 6.88 (2H, d, J=8.6 Hz), 7.12 (2H, d, J=8.6 Hz), 7.21-7.27 (1H, m), 
7.34 (1H, d, J=7.5Hz), 7.45 (1H, d, J=7.8 Hz), 7.59 (1H, s)„ 
##fll3 4-([l,r-tr7i-;v]-3-^ h**s)'<><V>'7u/i>WLjl*-A> 
' 4-[(3-7'nt7i-;v)> \> Hy7u*iyW.*m/ (0.60 g^ 1.7 mmol) > ~7 

i;MD>Sl (0.25 g, 2.1 mmol). RWti- hVfA (0.55 g> 5.2 mmol) * 
>*/-;W7k (5:1:1, 35 mL) fc»»U 7;V^i^litt> r>9^h'J7x- 
ji/^7r^'7yn (99 mg, 0.086 mmol) £flnx-fco SU&fBL^T ^>9M%T'^ 

MIL/:, ^y'JAW5A^vh^7-f- (^**>/B»* 

^;i/=i8:i) -c*ll»U (0.55 g> W 92%) ^fifeU*H«o 

J H NMR (CDCh) 52.60 (2H, t, J=8.0 Hz), 2.90 (2H, t, J=8.0 Hz), 3.66 (3H, s), 5 
.10 (2H, s), 6.92 (2H, d, J=8.5Hz), 7.12 (2H, d, J=8.5Hz), 7.35-7.47 (5H, m), 
7.54-7.65 (4H, m)o 

##0!l4 4-(2-7x-^ih*y)^^^7n;r^f;v 
7;vn-^5) MM fc^tf & # tio « 89% c 

*H NMR (CDCh) 52.58 (2H, t, J=7.5 Hz), 2.88 (2H, t, J=7.5Hz), 3.08 (2H, t, J= 

7.1 Hz), 4.14 (2H, t, J=7.1 Hz), 6.81 (2H, d, J=8.6Hz), 7.09 (2H, d, J=8.6 Hz), 
7.20-7.34 (5H, m) 0 

5 4- (2- y i - h * -» « y > * >m 

4.(2-7 1 x^x h ^ y)^y-if >7dAVI^ f ^ (0.65 g. 2.3 mmol) <D*9J—fr 
(3 mL) 2 ftjfefcBMfc*- Y V 7A^?S (3 mL) &in;i> 50 ICt? 1 B# 

W*#Lfc«, KJBWLK 2 ft&tt* (2.5 mL) Srflnx. ft»xf fl/-eillJLfc 0 »ffi« 

jfctfebfcSL MIL^o W8h&U «S<k^2fe (0. 

50 g> JR* 81%) 

Ifcjft 91-92 to 

X H NMR (CDCh) 52.63 (2H, t, J=7.5 Hz), 2.89 (2H, t, J=7.5 Hz), 3.08 (2H, t, J= 

7.2 Hz), 4.15 (2H, t, J=7.2 Hz), 6.82 (2H, d, J=8.6 Hz), 7.10 (2H, d, J=8.6 Hz), 
7.20-7.34 (5H, m)o 

##«6 4-([l,l'-^7xx;v]-3-^A'^ h * i/)**** > 7us*>m 
frfrh&Mft&totftteo W 48%o 

*H NMR (CDCh) 52.65 (2H, t, J=7.9 Hz), 2.91 (2H, t, J=7.9 Hz), 5.10 (2H, s), 6 
.93 (2H, d, J=8.6Hz), 7.13 (2H. d, J=8.6Hz), 7.30-7.47 (5H, m), 7.50-7.61 (3H, 
m), 7.65 (1H, s)o 

##faj7 4-[(3-7x^y7xx;V)> }> **s'\«>-V>7 m Usl>Wi* 7* 

"##m tmm^m^m^r, i-t Kn^^^rn^^i^x;* 
frT*x-friP'b&M4K'& l lb*&fco 66%o 

X H NMR (CDCh) 5 2.59 (2H, t, J=8. 1 Hz), 2.89 (2H, t, J=8. 1 Hz), 3.66 (3H, s), 5 
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.01 (2H, s), 6.90-7.20 (9H, m), 7.20-7.36 (4H, m) 0 

##^!)8 4-[(3-7x^y7x-;V)^^rv]^^>^>t . 

X H NMR (CDCh) 52.64 (2H, t, J=7.9Hz), 2.90 (2H, t, J=7.9 Hz), 5.01 (2H. s) 6 
.86-6.90 (2H, m). 6.88-6.98 (1H, m). 7.00-7.03 (2H, m), 7.08-7.17 (5H, ■), 7.30- 
7.36 (3H, m)o 

U.£ 83-84 "C (iixf^^fV^lfjVi-T^^^^c . 
X H NMR (CDCh) 53.13 (1H, d, J=3.0 Hz), 3.18 (1H, d, J=3.0 Hz), 3.33 (1H d, J- 
6.2 Hz), 3.39 (1H, d, J=6.2 Hz), 5.09-5.15 (1H, m). 6.78 (2H, d, J=9.0 Hz), 7.16 
-7.26 (4H, m), 7.37 (2H, d, J=9.0Hz) o 

##011 0 (E)-3-[4-[(2,3-v* Kn-lH-4 yf>-2-^v)t^f]7x-^]-2-7-nA 

2-(4-7*n^ 7x/^'»-2,3-Vt Ko-lH-^f >f > (1.4 g, 4.7 mmol) <D N,N-v^ 
f^;VA75K (4.7 mL) SfcfcjRHft*** > V * A (1.0 g, 12 mmol), T^V^Bft 

(0.86 mL, 9.5 mmol). rh^W^-^^n'j K (2.0 g. 7.1 mmol) 
^iDtl^?^^ (31 mg. 0.14 mmol) £Jn;L, 100 24 ^fK«#L/Co RISK 

M'fb^ (0.96 g. JR* 69%) £#£ 0 

^'"nMR (CDC1 3 )° 53.16 (1H, d, J=2.9 Hz), 3.21 (1H, d, J=2.9 Hz), 3.37 (1H, d, J= 
6.4 Hz), 3.43 (1H, d, J=6.4 Hz), 3.80 (3H, s), 5.17-5.23 (1H, m), 6.31 (1H, d, J 
=16 Hz), 6.91 (2H, d, J=9.0Hz), 7.17-7.27 (4H, m), 7.47 (2H, d, J=9.0Hz), 7.65 

(1H, d, J=16 Hz) 0 . _ 

&%M1 1 l-[(4-7nt-2 J 6-v7^tn7xxjv)t^v]-2 1 3-vt Kn-lH-< >Ts 
"##W1 fcffI#0*fe*fflv>T, l-r/^-^t4-7-o^2,6-y7;Vtn7x7- 

46-46 v (mm^^^nm^)o 

X HNMR (CDCh) 52.34-2.40 (2H, m), 2.83-2.92 (1H, m), 3.20-3.31 (1H, m) 5.64 ( 
1H t J=4.4Hz), 7.04-7.13 (2H, m), 7.17-7.22 (1H, m), 7.28-7.32 (3H, m)„ 
###J 1 2 (E)-3-[4-[(2,3-v>fc Fn-lH--f JW)**->]-3.5-^7^*n y 

*#«l 0tmm<Dj>&*m^-C^ i-[(4-7*n^2,6-y7;vtn7x-;v)t^y]-2, 

3-5 \l Kn-iH-w yry^bmm^m^tzo umo% 0 

Sji^r 74-75 *C (iixf ;V-->M V7°n if jVx-r^^'bS^^o 

*H NMR (CDCh) 52.37-2.43 (2H. m), 2.84-2.93 (1H, m), 2.32-3.32 (1H, m), 3.81 ( 
3H s), 5.74 (1H, t, J=4.5Hz), 6.34 (1H, d, J=16 Hz), 7.03-7.12 (2H, m). 7.16-7 
23 (1H, m), 7.28-7.35 (2H, m), 7.53 (1H, d, J=16 Hz)o 

kttfll 3 4-[(2,3-yt Kn-lH-f >f>-l-^)^vR5-^7^^^>%y7- 

( E ) -3- [4- [ (2, 3- v tKn -1H-4 >f >-l-^f t ^ v]-3, 5-y 7 ;v t d 7 x x;v]-2- 
-fwoWL*** (0.52 g, 1.6 mmol). t^VfA (1.2 g, 7.9 mmol). rb7tKn 
7 7> (3 mL) £J:U^ (7 mL) (0.80 g. 3.2 mmol) SriPx. 

^iS-e-Bfc»L*:o lfSM (20 mL) £JDx.T, 20#Ht&!$L.fc?£, dcCtfttL 
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-j*W7^D7^77-f- (^^-^>/ft»i^>V/=10:l) till, Mto 

mzn^o urn w% 0 

X H NMR (CDCh) 52.34-2.40 (2H, m), 2.61 (2H, t, J=7.5Hz), 2.81-2.91 (3H, m) 3 
.20-3.30 (1H. m), 5.61 (1H, t, J=4.4 Hz), 6.72-6.78 (2H, m), 7.16-7.22 (1H, m), 
7.29-7.31 (2H, m), 7.34 (1H, d, J=7.4 Hz) 0 

mmmi 4 3,5-y7J^n-4-[(2,3-yH Kn-lM >f>-M *)**y]^/*^7 
###J5 fcra»0^ft*fflv>-r, 3,5-v ? 7;w^n-4-[(2,3-^t Kn-lH--f >f >-l->f 
it* 88-89 "C (ftBfc-^f-^— ^F"9->tf*fc?M&A)o 

'HNMR (CDCh) 52.34-2.40 (2H, m), 2.67 (2H, t, J=7.5 Hz), 2.81-2.92 (3H, m). 3 
.20-3.30 (1H, m), 5.62 (1H, t, J=4.4 Hz), 6.72-6.80 (2H, m), 7.17-7.23 (1H, m), 

7.29-7.36 (3H, m)o „ . 

5 3-^ n n-4- [ (2, H Ka -lH-^f > f ^-l--f JV) t ^ v ] ^ > ^ ^ 7"n ^ / 

#t«lira*o*ttt^^T, Hnn4-t Fn**^-* ^nytvflt* ^ t 
2,3.yt Kn-lH--f >^>-1-*-^*?>*«^%*#^:o W 91% c 

*H NMR (CDCh) 52.20-2.31 (1H, m), 2.50-2.60 (1H, m), 2.61 (2H, t, J=7.9Hz), 2 
87-2.97 (3H, m), 3.13-3.23 (1H, m), 3.68 (3H, s), 5.71 (1H, dd, J=4.9 Hz, 6.6 H 
z), 7.01-7.08 (2H, m), 7.22-7.31 (4H, m), 7.43 (1H, d, J=7.3Hz)o 
##0gl 6 3-^ no-4-[(2,3-^H Kn-lH--f Vf>-l->f 

##«5 fcRI»0^ft«:ffl^T, 3-?nu-4-[(2,3-yt Kn-lH->f >f >-l->f AO * 

**,]^yiz>7uj*>m*^)i>'frbmmk&®*ftfco urn 56% Q 

X H NMR (CDCh) 52.20-2.31 (1H, m), 2.50-2.61 (1H, m), 2.67 (2H, t, J=7.7 Hz), 2 
.86-2.99 (3H, m), 3.12-3.22 (1H, m), 5.71 (1H, dd, J=5.0Hz, 6.5 Hz), 7.01-7.09 
(2H, m), 7.20-7.31 (4H, m), 7.43 (1H, d, J=7.3Hz)o 

7 4-([l,r-^7xr:;H-3-^M b^^nn^^'^o^^f 

##W3 4-[(3-7-n^-7^;v)p< h^fi/]-3-^nn^>€> 

^n^lM*-**?*-^ 0 ^®*^*^**** 10 W 44%o 

*H NMR (CDCh) 52.59 (2H, t, J=7.8 Hz), 2.87 (2H, t, J=7.8Hz), 3.66 (3H, s), 5 

19 (2H, s), 6.91 (1H, d, J=8.4Hz), 7.02 (1H, dd, J=8.4 Hz, 2.1Hz), 7.24 (1H, 
d, J=2.1 Hz), 7.33-7.38 (1H. m), 7.42-7.49 (4H, m), 7.54-7.62 (3H, m). 7.68 (1H, 

Ami 8 ^([l.l'-^iiWW Y^iy)-3-^uu^^yfu^ym 
"##«5fcra»^ffi*fflv>r, 4-([l,r-^7x-;v]-3->f;^ F*^no^ 
y^y-fu^yWi^^^^^^^m^tzo « 54% Q 
gfedr 77 0-77.5 "C (v^f V "/o tf ;V^— — ^ 3r > S> Hfn H) o 
^"nMR (CDCh) 5 2.64 (2H, t, J=7.8 Hz), 2.88 (2H, t, J=7.8 Hz), 5.19 (2H, s), 6 
92 (1H, d, J=8.4Hz), 7.03 (1H, dd, J=8.4 Hz, 2.1 Hz), 7.25-7.26 (1H, m), 7.32- 
7.38 (1H, m). 7.42-7.48 (4H, m), 7.53-7.62 (3H, m), 7.68 (1H. m)o 

9 4-[(1,2,3,4-t- F7t Kot7^>-l-^V)t^fv]'<^>7-n;r/f 

fcra*©*tt*fflv»T. 4-t Kn*^>*V7 , n^^f^il,2,3 I 4-r 
h5b Kn-l-t7 h-^t,IS^itfiM*J:Ut:#fco JR* 63% c 
J HNMR (CDCh) 51.70-1.75 (1H. m). 1.98-2.16 (3H, m), 2.62 (2H, t, J=8.2Hz), 2 
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.77-2.87 (2H, m), 2.92 (2H, t, J=8.2 Hz), 3.68 (3H, s), 5.23 (1H, t, J=4.2 Hz), 
6.95 (2H, d, J=8.6 Hz), 7.11-7.16 (3H, m), 7.21 (2H, dt. J=2.2 Hz, 6.8 Hz) 7.38- 

7.36 (1H, m)o , 
##^J2 0 4-[(l,2,3,4-x h7t KDt7^V>-M;V)t^v]^>*'V^o;Oi 

##fl)5 tmW.<nJj&*m^X, 4- [ (1,2, 3, 4- x Y?K Knt7^l/>-M 
l^y^yzfu^yMJTfrfrbmmik&ydZ'&fco W 51%o 

69-70 "C (y>f V e^/x-f ^-A + tv^&ffftflJo 
X H NMR (CDCh) 51.70-1.85 (1H, m), 1.98-2.16 (3H, m), 2.74-2.89 (2H, m), 2.67 ( 
2H, t, J=7.4 Hz), 2.93 (2H, t, J=7.4 Hz), 5.33 (1H, t, J=4. 1 Hz), 6.96 (2H, d, J 
=8.6 Hz), 7.14-7.24 (5H, m), 7.36-7.39 (1H, m) 0 

##®I2 1 2,3-v^ Yu-2,2-y*^)v-m-<< >r>-i-*y 

60% Tmit-T h'J7A (2.7 g. 68 mmol) <D Y*isX-?y (30 mL) »«LK 2 

,3-vt Kn-lH-'f y-r^-l-ty (3.0 g, 23 mmol) £i9>o < <9 t1mz.ti 0 M^^J^MU 
-C 10 ^WtK#L^> 3«Mt.S"7-/U (5.7 mk 91 mmol) ijflx.. 1 B#IW 

tzo ^^'J^^^A^nvl-^?^- "CflKKU M'fk^ (4. 

0 JR.^ 99%) ^^/io 

J H NMR (CDCh) 31.24 (6H, s), 3.01 (2H, s), 7.35-7.44 (2H, m). 7.59 (1H, dt, J= 

1.2 Hz, 7.6 Hz), 7.76 (1H, d, J=7.8 Hz)o 

##$12 2 2,3-y t Kn-5-(7x-A/^ h ^"»-lH-W >•? 

2,3-vt Kn-5-k Kn^rv-lH-W >T>-l-*> (1.0 g. 6.2 mmolk ^>v;VT;V3 
-;V (0.65 g^ 5.6 mmol) fiilTb'J W*^7-f > (1.7 g, 8.4 mmol) Orl>7l; 
Ko77> (30 mL) »«i:i,l' -(7V*;^-;V)y^'i^> (2.1 g, 8.4 mmol) * 
in^-> li^^mST' 16 P*WHH*Lfco *«***au »J6*->V* 

7 , ;i/*7A^n-7>^77-f- (^*iJ->/ftBR^^^=l0:l) -C»*U ^J&ft-fr* (1 
.3 g. JRJ*5 97%) *»*fcfC#feo 

X H NMR (CDCh) 52.67(2H, t, J=6. 1 Hz), 3.08 (2H, t, J=6.1 Hz), 5.15 (2H, s), 6. 

97 (2H, s), 7.30-7.45 (5H, m), 7.70 (1H, d, J=9. 1 Hz) 0 

###!I2 3 2,3-^ t h*u-5-(7i-JV^ h^v)-lH-W — W 

2,3-yt KO-5-(7i-^^ h^r'»-lH--f >7*>-l-*>' (1.3 g, 5.46 mmol) Sr7-h 
7tKD77V (20 mL) &ZTf*9 J-fr (10 mL) ©ftiftHi&#U ^SMb***^ 
(0.41 g. 11 mmol) *finitfc«, lit 2 P#|SI*#L;fco RJ£« @£ 

(^^-9->/^m^^^=3:l) tffilk (1.16 g, W 89%) * 

*H NMR (CDCh) 51.70 (1H, d, J=5.0 Hz), 1.85-2.05 (1H, m), 2.40-2.55 (1H, m), 2 
.70-2.85 (1H, m), 2.95-3.10 (1H, m), 5.05 (2H, s), 5.10-5.20 (1H, m). 6.85-6.87 
(1H, m), 7.25-7.45 (6H, m) Q 

##£U2 4 4-[(2,3-v f fc Kn-2,2-y^^^-lH--f S'fV-l-'f *)***y]'*'y*>'fu 

##002 3 tlW^ftSr^T. 2,3-yH Kn-2. 2-v^ f-*-lH->f >7*>-l-* 
<b 2,3-yt Kn-2,2-V^f-;V-lH->f >f X-l-t-^*#^o ZtL%m%M 1 tmU<D 

,3-yl; Kn-2,2-y^f-;WlH-'f >7*>-1-^->^?><^ j R^ 60% o 

1 H NMR (CDCh) 51.13 (3H, s). 1.23, (3H, s), 2.62 (2H. t, J=7.5Hz), 2.73 (1H, 
d, J=15.4Hz), 2.86 (1H, d, J=15.4 Hz), 2.93 (2H, t, J=7.5 Hz), 3.86 (3H, s), 5. 
28 (1H, s), 6.98 (2H, d. J=8.6 Hz), 7.11-7.27 (6H, m)o 

##|R)2 5 4-[(2,3-^E Kn-2,2-^>^^-lH--f , /f>-l-'f ;V)^^->]^>-fe*^7 p n 

{USE# 2004-3119831 



mm 2003-394848 



^-v: 95/ 



##095 kmmo^mZm^X^ 4-[(2,3-yt Kn-2,2-v^^-lH--f >r>-l-^V 

»HNMR (CDCh) 51.13 (3H, s), 1.23, (3H, s), 2.68 (2H. t, J=7.3 Hz), 2.73 (1H, 

d, J=18.9 Hz), 2.87 (1H, d, J=18.9 Hz), 2.93 (2H, t, J=7.3 Hz), 5.28 (1H, s), 6. 

98 (2H, d, J=8.6Hz), 7.00-7.27 (6H, m) Q 

##002 6 4-(3-7x-;^n^^y)^>t'>^n;Oixf;V 

"*^Lfc4-K Kn*$"0 , S>'/n^OBif * (0.40 g. 2.1 mmol)<9N,N-v^ f-JV 

^;VA75 K (15 mL) 60% 7K^bi- (0.11 g> 2.7 mmol) £iDx.-C30 

fl*«#PLfc|fe, l-^nt-3-7x-^^n;<> (0.53 g, 2.7 mmol) £5nx.> f&&ta*$L 

) -effitau Mit^tJ (0.29 g> w 46%) 

J H NMR (CDCh) 51.23 (3H, t, J-7.1 Hz), 2.04-2.13 (2H, m), 2.58 (2H, t, J=8.1 H 
z), 2.88 (2H, t, J=8.1 Hz), 3.94 (2H, t. J=6.3 Hz), 4.12 (2H, q, J=7. 1 Hz), 6.81 

(2H, d, J=8.6Hz), 7.10 (2H, d, J=8.6 Hz), 7.19-7.31 (5H, m)„ 
##00 2 7 4-([l.l'-tr7i-;v]-2--f h#-»^V-b*V7'n^>^f;i/ 
"##002 6 tWl&oJi&Zm^* KnJfy^>^>7"n^y^f;vt 2-7x 
^M^y>7n? K*&£aflS'fr4&*»fco W 52% c 

1 H NMR (CDCh) 52.58 (2H, t, J=8. 1 Hz), 2.87 (2H, t, J=8.1 Hz). 3.66 (3H, s), 4 
.91 (2H, s), 6.78 (2H, d, J=8.6 Hz), 7.06 (2H, d, J=8.6 Hz), 7.33-7.40 (8H, m), 
7.50-7.70 (1H, m)o 

##00 2 8 4-([l,l'-e7x-;V]-2-'fJV> Y^=y)^>A£yfu^ym. 

##005 tmm^^m^x, 4-([i.r-^7x-;i/]-2-'f^> ^vj^v-sv^ 
^z/mtT-^frb&mik&yiizfefco w 45% c 

H£ 103-104 *C (ffiixf)l^-A*t>*&#*fi). 

»H NMR (CDCh) 52.63 (2H, t, J=7.9 Hz), 2.88 (2H, t, J=7.9 Hz), 4.91 (2H, s), 6 
.79 (2H, d, J=8.6Hz), 7.08 (2H, d, J=8.6 Hz), 7.33-7.50 (8H, m), 7.60-7.70 (1H, 

##00 2 9 4-[(2-7xM->7x-;H^ b#->]^>-1fvrn;v/^f/l/ 

##0ui tmrnv^mzm^x, 4-t Kn*^^>w^f*i2-7x^ 

X H NMR (CDCh) 5 2.59 (2H, t, J=8. 1 Hz), 2.88 (2H, t, J=8. 1 Hz), 3.66 (3H, s), 5 
.13 (2H, s), 6.89 (3H, t, J=8.6 Hz), 6.98 (2H, d, J-8. 1 Hz), 7.07-7.20 (4H, m), 
7.25-7.40 (3H, m), 7.50-7.60 (1H, m) G 

##00 3 0 4-[(2-7x;+y7x^)^f>^]^V^>7"o^>B 

##00 5 t mm^m^m^x, 4-[(2-7x^v7x^)> b^y]^>-y>^n^ 
si^ii4-ii5 *c mm.^^— ^**)->frbn*k&)o 

J H NMR (CDCh) 5 2.63 (2H, t, J=7.9 Hz), 2.89 (2H, t, J=7.9 Hz), 5.13 (2H, s), 6 
.86-6.92 (3H, m), 6.95-7.00 (2H, m), 7.06-7.12 (3H, m), 7.16 (1H, dd, J=7.5 Hz, 
1.0 Hz), 7.24-7.36 (3H, m), 7.58 (1H, dd, J=7.5 Hz, 1.4 Hz) o 
##00 3 1 5-yn^-l,3-y7;v^n-2-(^ h^v^ Y*r*s)s<W> 

##002 6 tmm<DXmZm^X, 4-7D^-2,6-y7Wn7x;-;v^nn^ 
;V^f;VX-fA'*^»^»^o W 88%o 

J H NMR (CDCh) 5 3.58 (3H, s), 5.13 (2H, s), 7.04-7.13 (2H, m)o 

##00 3 2 3,5-v f 7JV^n-4-(^ h *~»^ ?U » 
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^-1,3-^-7 ;i/*n-2-(^ b^'>^ >4r-»^>-*?> (4.4 g, 21 mmol)> 
W >yxf^7-fe^-^ (9.4 mU 62 mmolK x h 7 "f+frT * A ? n U K (5. 
7g> 21 mmol) * J: ^vVV tf ;Vxf;V7 5 > (18 mU 0.10 mol) ©N.N-SM f-* 
*;l/A7 5 K (40 mL) »»t*BI^ , «9 *J*f A (0.14 g, 0.62 mmol) m&%l*T 
frX-y&m&T. 90 TCT? 18 «fW«^L^o BUfc*t*MfcRLfclfe, TfefcflDx.. Mm 

yy^yj- ( A ^^>/||if;M9:l 4:1) TflHRU Mit^So (2.4 g. 
JRsfs 42%) **§fco 

NMR (CDCh) 51.24 (3H, t, J=7. 1 Hz), 2.58 (2H, t, J=7.5 Hz), 2.88 (2H, t, J=7.5 
Hz), 3.59 (3H, s), 4.13 (2H, q, J=7. 1 Hz), 5.12 (2H, s), 6.70-6.84 (2H, m)o 
##0U3 3 3,5--x7;v*n-4-fc Kn*->tV«V^n;<>B|if * 
3 5-y'7)Vtn-4-(^ h *v)^ V-tf ^-/n^^Bfe^?-* (2.3 g, 8.4 mmol) 

(o^z ; - )X , (12 «l) mm-rnm. (0.5 mD max.. 50 "c-e 1 mmm&vtz 

frh 1:1) t«iL, *«^» (1.7 g> Um 88%) 

NMR (CDCh) 51.24 (3H, t, J=7. 1 Hz), 2.57 (2H, t, J=7.4 Hz), 2.85 (2H, t, J=7.4 
Hz), 4.13 (2H, q, J=7. 1 Hz), 5.16 (1H, br s), 6.68-6.82 (2H, m)o 
##$13 4 5-7*n*-l,3-y7;vtn-2-[(3-^ h^i/J^vO 

NMR (CDCh) 5 3.81 (3H, s), 5.13 (2H, s), 6.85-6.89 (1H, m), 6.96-6.99 (2H, m), 
7.01-7.11 (2H, m), 7.23-7.29 (1H, m)o 

###H3 5 5-7 , nt-2-[(3-i^">7xi^)^ h * ->]-l. 3-5^7 ^*o^>4f> 
W;vr;vn-;i/^ib*fi'ffc^«r#^o 60% o 

NMR (CDCh) 51.41 (3H, t, J=7. 1 Hz), 4.03 (2H, q, J-7.1 Hz), 5.11 (2H, s), 6.83 
-6.88 (1H, m), 6.94-6.97 (2H, m), 7.01-7.10 (2H, m), 7.22-7.28 (1H, m)o 
###83 6 5-7-nt-l,3-y7^^D-2-[[3-(l^f^xh^y)7xx^]^ 

t^JlJ:»^*lv^, 4-7*n^-2,6-^7;vtn7xy-;vt 3-^7 7n* 

**s*>V)i>T}\<*-)i'frt>&mik&yoz&-fco 54% 0 

NMR (CDCh) 51.32 (6H, d, J=6.0Hz), 4.55 (1H, septet, J=6.0Hz), 5.11 (2H, s), 
6.83-6.87 (1H, m), 6.93-6.96 (2H, m), 7.00-7.09 (2H, m), 7.22-7.27 (1H, o}« 
##•#0 3 7 4-7*n^E-2-7;V^-n-l-(^ h^r->^ h * 3/) 

###!I2 6 tmmoH&im^X, 4-7n*-2-7JVt07x;-^^nn>fW 
f-^x-f^^f.«^*#it, JRsp 96%o 

*H NMR (CDCh) 53.51 (3H, s), 5.19 (2H, s), 7.08 (1H, t, J=8.6 Hz), 7.16-7.20 ( 
1H, m), 7.23-7.27 (1H, m) c 

###!]3 8 3--7;v*n-4-(> h *V)^>*>^n/<>lxf jl/ 

""###03 2 tWft^V»t, 4-7n^-2-7;Vto-l-(^ h*~>> h*v)^>-t? 

v t7^aV/f>i;xf;v7^^-^^iIM^o W 31%o 

l H NMR (CDCh) 51.24 (3H, t, J-7. 1 Hz), 2.58 (2H, t, J=7.4 Hz), 2.89 (2H, t, J= 
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7.4 Hz), 3.52 (3H, s), 4.13 (2H, q. J=7. 1 Hz), 5.18 (2H, s), 6.87-6.97 (2H, a). 
7.09 (1H, t, J=8.4 Hz) 0 

###J3 9 3-7JV*n_4-n Kn* v^>-tf ^n/r/|xf;v 
###)3 3 tlM^Sfefc^T. 3-7;V^n-4-(^ Y**/)'<Vl£Vfu* 
6 *«fl*fr**#fco J» 94% c 

»HNMR (CDCh) 51.23 (3H, t, J=7.2 Hz), 2.57 (2H, t, J=7.4 Hz), 2.87 (2H, t, J= 
7 4 Hz), 4.12 (2H, q, J=7. 2 Hz), 5.18 (1H, br s), 6.83-6.94 (3H, m) c 
###14 0 (E)-3-(4-t± Kn*->-3-;< f + '>7x^;v)-2-^a^^f ;V 
"(E)-3-(4-t h v 7x;;W-2-^o^yI (3.0 15 mmol) <D*9J 

-jv (30 mD mmmm (0.5 mD **n;U 12 nHiDiiit^o kj&&* 
saw:** (3.1 g. jw 97%) ^o&oti. ttnsi±ti**rK 

^WRlStfflV^o . TIC 

*H NMR (CDCb) 53.80 (3H, s), 3.90 (3H, s), 5.95 (1H, br s), 6.29 (1H, d, J=15. 
9 Hz), 6.91 (1H, d, J-8.1 Hz), 7.02 (1H, d, J=1.8 Hz), 7.07 (1H. dd, J-1.8 Hz, 8 
.1 Hz), 7.62 (1H, d, J=15.9 Hz)o 

###14 1 4-K Kn*W > + 5"<>'*>7 , n/r/^f ^/ 

(E)-3-(4-fc Kn*5/-3-^ h+'>7x^)-2-7'n^'/i^f * (3.0 g^ 14 mmol) <£> 
*9J-fr (30 mL) »«t^ 10% *?*J*)*Vim (50% 0.20 g) SrilPx., 

(3.0 g, m.m 97%) CiofcOti. itLjJl±»«*-f^^c 

1 H NMR (CDCh) 5 2.60 (2H, t, J=8.1 Hz), 2.88 (2H, t, J-8.1 Hz), 3.67 (3H, s), 3 
.87 (3H, s), 5.50 (1H, br s), 6.66-6.70 (2H, m), 6.82 (1H, d, J=7.8 Hz)o 
##004 2 2,3-yt Kn-6-> h * ->-2,2->^ ^V-lH-'f >7"/-l-tV 
###12 1 fclTOO^ftfcflJv^ 2,3-^t: Kn-6-> h^-lH-'f >f» 
MffrfrW W 85%o 

X H NMR (CDCh) 1.23 (6H, s), 2.92 (2H, s), 3.84 (3H, s), 7.17-7.20 (2H, m), 7.31 

(1H, d, J=9.1 Hz) 0 , , . ^ , , 

###14 3 4-[(2,3-vH Kn-6-> h *S/-2,2-^> *fr-VA-4 ^f'/-M v] 

###J2 3 fcra»0*ft*fflv^T, 2,3-^t Kn-6-^ h * v-2,2-^ * *-/U-lH->f 
>_1_^->^C> 2,3- >>t: h *~>-2, 2-v^ f-;V-lH-W *f >-l-*-^*»fco 

>l*i£###)l fcR»0*i*«:fflv>-C 4-t Fn * v-s >:/ us*>m* fclfrfrS 
•g\ ^S<fc£«#*:o 2,3-yt Kn-6-> h *->-2.2-$M -^-lH-4 VT^-l-* 
t>*>JR3|s 54% 0 

X HNMR (CDCh) 1.11 (3H,s), 1.22 (3H, s), 2.60-2.69 (3H, m), 2.88 (1H, d, J=15. 1 
Hz), 2.91 (2H, t, J=7.5 Hz), 3.68 (3H, s), 3.73 (3H, s), 5.25 (1H, s), 6.78-6.8 
0 (2H, m), 6.98 (2H, d, J=8.6Hz), 7.09-7.14 (3H, m) c 

###J4 4 4-[(2,3-S>t Kn-6-* h * *s-2,2-V * *fr-VA-4 is TV -1-4 >V)**~>] 

##«5fcm*«>2rtt*fflv>T, 4-[(2,3-ynKn-6-> h * ->-2, 2-S» f-^-lH->f > 
y*>_l_^;V)^^v]^V-fe*^^n^N°>'m^^>'l / ^^M^^^#7t:o W 99% Q 

J H NMR (CDCh) 1.12 (3H,s), 1.22 (3H, s), 2.64-2.70 (3H, m). 2.78 (1H, d, J-15. 1 
Hz), 2.93 (2H, t, J=7.5Hz), 3.73 (3H, s), 5.25 (1H, s), 6.76-6.80 (2H, m), 6.9 
9 (2H, d, J=8.6 Hz), 7.09-7.16 (3H, m) 0 
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###J4 5 6-^on-2,3-yt Kn-2, 2-^ ^ f-A'-lH-W >7*>-l-*> 

###12 i tiwi^o^^fflv>-c. 6-^nD-2,3-^t b'u-m-4>r>-i-*yfrbm 

mt&m*mz 0 w 55% 0 

J H NMR (CDCh) 1.24 (6H. s), 2.96 (2H. s), 7.37 (1H, d, J=8.0 Hz), 7.55 (1H, dd, 
J=1.8Hz, 8.0 Hz), 7.72 (1H, d, J=1.8 Hz) 0 

###14 6 4-[(6-^nD-2,3-yt Yu-2,2-V* f-;V-lH--f *) **~>]^ 

###12 3 fcP»l«l<&#8;*:flJv*t\ 6-^nn-2.3-yt Kn-2, 2-S>* f-^-lH-W 
-l-*>a>ib 6-?Dn-2,3-yt Kn-2,2-y^f MH-'f >f >-l-*-J^#/:o £*t 
£###J1 ilW<^&£/8v*-C 4-t: Kn*^>*>^n/r/»>f 
Mlfc£«#*:„ 6-^nD-2,3^t Fn-2,2-^^^;i/-lH--f >x*>-l-* >*&<&JR 
^ 26%o 

X H NMR (CDCh) 1.11 (3H,s), 1.22 (3H, s), 2.60-2.71 (3H, m), 2.80 (1H. d, J=15.5 
Hz), 2.92 (2H, t, J=7.5Hz), 3.68 (3H, s), 5.23 (1H, s), 6.96 (2H, d, J=8.6 Hz) 
, 7.11-7.22 (5H, m)o 

##$)4 7 4-[(6-*nn-2,3-v f fc YU-2.2-V* f-;V-lH--f >7*>-l-^f AO**^]"* 

*#W5i:W»^fttiv>t, 4 -[(6-*nn-2,3-vH Kn-2,2-V> ^A'-lH-'f ^7* 
>_l_^;v)^-^->]^>-b*>7 p n/^>'m^f-;V'7&^^M^t;^#^o W 99%o 

J H NMR (CDCh) 1.11 (3H,s). 1.23 (3H, s), 2.66-2.71 (3H, m), 2.80 (1H, d, J=15.5 
Hz), 2.94 (2H, t, J=7.5Hz), 5.24 (1H. s), 6.96 (2H, d, J=8.6Hz), 7.11-7.22 (5 
H, m) 0 

###J4 8 2,3-vfc Kn-2,2,6-b V f-/l>-lH->f ^f>-l-t> 
###)2 1 fcH*fctf>#8c«:flIv»-C\ 2,3-vt Kn-6-> ^;V-lH--f 
Mtt^£#fco 4JU£ 49%o 

l H NMR (CDCh) 1.23 (6H, s), 2.40 (3H, s), 2.95 (2H, s), 7.31 (1H, d, J=7.8Hz), 
7.41 (1H, dd, J=1.0 Hz, 7.8 Hz), 7.56 (1H, s)o 
###|4 9 4-[(2,3--^fc Ktt-2,2,6-h V *<f-fr-W-4 > 7 > -1-4 

###12 3twim<r>*m*m^x, 2,3-vfc vu-2,2,s-yv *m>-vA-4>ry-i-* 

2 3-vt Kn-2, 2, 6- h U ^;W1H-^ ^f*>-l-*-^*W*: 0 £*t£###l 1 
fcfcfco 2,3- v^t Kn-2,2,6-h V ^f"^-lH--f ^f^-l-* 44% Q 

X H NMR (CDCh) l.U (3H.s), 1.22 (3H, s), 2.29 (3H, s), 2.63 (2H, d, J=7.4 Hz), 
2 68 (1H, d, J=15.3 Hz), 2.81 (1H, d, J=15.3 Hz), 2.92 (2H, t, J=7.4 Hz), 3.68 ( 
3H, s), 5.25 (1H, s), 6.98 (2H, d, J=8.6 Hz), 7.03-7.15 (5H, m) c 
##8J5 0 4-[(2,3-> ? t Kn-2,2,6-h V ^f-^-lH-W >T>-l-4 

###15 tmmwxmzm^r, 4-[(2,3->^ y*-2,2,6-y u^^^-ih-w >f ^-1- 

^vlt^yJ'^^^^nAV^fjv^^Sl^ft^i^ 78% 0 

*H NMR (CDCh) 1.11 (3H,s), 1.22 (3H, s), 2.29 (3H, s), 2.66-2.71 (3H, m), 2.81 
(1H, d, J-15.3Hz). 2.93 (2H, t, J=7.5Hz), 5.25 (1H, s), 6.99 (2H, d, J=8.6 Hz) 

, 7.06-7.16 (5H, m) 0 , _ o ^ 

1 3,5-y*7^tn-4-[(3-7x^y7x-^)^ h + j/]^^^n;Nyli 
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! H NMR (CDCls) 51.23 (3H, t, J=7. 1 Hz), 2.57 (2H, t, J=7.5Hz), 2.86 (2H, t, J- 
7.5 Hz), 4.12 (2H, q, J-7.1 Hz), 5.08 (2H, s), 6.68-6.78 (2H, m), 6.92-7.01 (3H, 
m), 7. 06-7. 18- (3H, m), 7.29-7.37 (3H, m)» 

^>vz/7u^>m^?-n'frhmm4k&%o*fttzo w 73% 0 

■fcjft 71-72 TC (|®if^-A^fty^f)^ a B B )o 

r H NMR (CDCls) 52.64 (2H, t, J=7.5Hz), 2.87 (2H, t, J=7.5Hz), 5.09 (2H, s), 6 
.67-6.77 (2H, m), 6.94-7.00 (3H, m), 7.09-7.19 (3H, m), 7.29-7.36 (3H, m) 0 
#dfe#iJ3 3-^nn-4-[(3-7x;^y7x-^)^ Y**s]'*i"V>'7uji>&**'fr 

3-7xy+^>yn/7Ji/3-^e>$ift#i»t#/;o W 99% 0 

J H NMR (CDCh) 5 2.58 (2H, t, J=7.4 Hz), 2.86 (2H, t, J=7.4 Hz), 3.66 (3H, s), 5 
.09 (2H, s), 6.84 (1H, d, J=8.4 Hz), 6.92-7.02 (4H, m), 7.08-7.13 (2H, m), 7.16- 
7.22 (2H, m), 7.31-7.36 (3H, m)o 

mmmA 3-^nn-4-[(3-7xMy7x-^)> f^v]^y-fe*>7 t n;r/t 
###!]5 tmm^m^m^^, 3-^nn-4-[(3-7xMy7x-Jv)>RyK/ 

v^zfu^ymtrfrfrhmmfo&mznfco w.m 62% Q 

*H NMR (CDCh) 5 2.63 (2H, t, J=7.4 Hz), 2.87 (2H, t, J=7.4 Hz), 5.09 (2H, s), 6 
85 (1H, d, J=8.4Hz), 6.91-7.03 (4H, m), 7.09-7.28 (4H, m), 7.30-7.36 (3H, m)o 
mmms 3,5-y7;^n-4-[(3-^ h*y7xxjv)> f^y]^v*v7-n;o||xf 

##$)3 2 fcRI»<*>#S;*fflv»t\ 5-7*n^-l,3-^7^tn-2-[(3-> 

J H NMR (CDCh) 51.23 (3H, t, J=7. 1 Hz), 2.57 (2H, t, J=7.5 Hz), 2.86 (2H, t. J= 

7.5 Hz), 3.82 (3H, s), 4.12 (2H, q, J-7.1 Hz), 5.11 (2H, s), 6.67-6.79 (2H, m), 
6 86 (1H, dd, J-1.9 Hz, 8.3 Hz), 6.98-7.02 (2H, m), 7.23-7.29 (1H, m)o 
nmm6 3,5-y7JVtn-4-[(3-> > * 'si*** >zfus*>m 

###J5 fcRs»©#ifc*JBV>-C, 3,5-^7 ;V*0-4-[(3-;< F + '>7x^)> h*->] 
^y^v-^u^y^f-^h^Mit^m^^o 63%o 
Ikjft 59-60 *C (BSfe^*-*— ^^•^>^^^h h h)o 

J H NMR (CDCh) 52.64 (2H, t, J=7.5Hz), 2.86 (2H, t, J=7.5Hz), 3.81 (3H, s), 5 
.11 (2H, s), 6.68-6.80 (2H, m), 6.86 (1H, dd, J=2.3Hz, 8.5 Hz), 6.98-7.02 (2H, 

m), 7.23-7.29 (1H, m) 0 

4-[(3-x^y7xx^)^ h^y]-3,5-y7;vto^y-t'y7'n/ryixf 

)V 

##00 3 2 tm%L<7>^&*J3^"C, 5-7*Dt-2-[(3-ih*y7x-^)^ h*->]-l,3- 

^7;^n^y-b*yi:7^DV^>'5;xf;i'7^^-;v3J^*M^^^o W 37% 

o 

1 H NMR (CDCh) 51.23 (3H, t, J-7.1 Hz), 1.41 (3H, t, J=7.1 Hz), 2.57 (2H, t, J= 

7.6 Hz), 2.86 (2H, t, J=7.6 Hz), 4.04 (2H, q, J=7. 1 Hz), 4.12 (2H, q, J-7.1 Hz), 
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5.09 (2H, s), 6.67-6.77 (2H, m), 6.84 (1H, dd, J=2. 1 Hz, 8.3 Hz), 6.95-7.00 (2H 
, m), 7.22-7.27 (1H, m) 0 

^y^->yn^v^.x^;i/^ib^Sffc^£#*:o JR* 78%o 
jK£ 65-66 V (ft^if^- ^*"*>*»e>&Sh&)o 

»HNMR (CDCls) 51.41 (3H, t, J=7. 1 Hz), 2.64 (2H, t, J=7.4 Hz), 2.86 (2H, t, J= 
7.4 Hz), 4.04 (2H, q, J=7.1 Hz), 5.10 (2H, s), 6.68-6.77 (2H, m), 6.85 (1H, dd, 
J=2.3 Hz, 8.5 Hz), 6.97-7.00 (2H, m), 7.22-7.27 (1H, m) 0 

###J3 2^«^^^T, 5-7-nt-l,3-y7;Vtn-2-[[3-(l->f^h + 
i/ ) 7 x - ;v] ^ h ^ •> ] ^ > > t 7 ^ n V > y x f ;v 7 -b ^ - ^ SSft^t * # 

to 44% 0 

J HNMR (CDCls) 51.23 (3H, t, J=7. 1 Hz), 1.32 (6H, t, J=6.1 Hz), 2.57 (2H, t, J= 
7 5 Hz), 2.85 (2H, t, J=7.5 Hz), 4.12 (2H, q, J=7. 1 Hz), 4.56 (1H, septet, J=6. 1 
Hz), 5.09 (2H. s), 6.67-6.76 (2H, m), 6.83 (1H, dd, J=2.0 Hz, 8.3 Hz), 6.95-7.0 

0 (2H, m), 7.21-7.26 (1H, m) 0 _^ 
1 0 3,5-77JVtn-4-[3-(i->f^xh^v)7x;;v]^ Y^^^y-^yyu 



###u 5 1 mm<o^m^m^x, 3, 5-77;vtn-4-[3-(i-^ > * ->) y 
7 h^vl^-tf yyu^ym^^^^^M^m^nfzo w& 77% q 

NMR (CDCls)- 51.32 (6H, d, J=6. 1 Hz), 2.64 (2H, t, J=7.5 Hz), 2.86 (2H, t. J= 
7.5 Hz), 4.56 (1H, septet, J-6.1 Hz), 5.09 (2H, s), 6.67-6.75 (2H, m), 6.84 (1H, 
dd. J=2.3Hz, 8.4 Hz), 6.94-6.99 (2H, m), 7.21-7.27 (1H, m)o 
nmmi l 3-7^to4-[(3-7x7^ry7x^)> ^^^V7-n;t>lxf 

3-7x7 ^v^>^;VT;v=f-;w^ibM^tJ : Sr#/Co JR* 91Xo 

1 H NMR (CDCls) 51.23 (3H, t, J«7.1Hz). 2.57 (2H, t, J=7.4 Hz), 2.87 (2H, t, J= 
7.4 Hz), 4.12 (2H, q. J-7.1 Hz). 5.07 (2H, s), 6.81-7.02 (6H, m), 7.08-7.18 (3H, 
m), 7.30-7.36 (3H, m) 0 

mmmi 2 3-7;vtn4-[(3-7x7^y7x^)^ h^^^v-b-^n/r/f 

##^J5 tmm^m^m^r, 3-7wn4-[(3-7x;*y7x^)^ h*->]^ 

>-tf^yn^>Bt^f-A'**?>*«'fk'& ! »*4*^o JR^ 88%o 
gfc^ ?6 _ 77 13 (@^^^f-;i/— ^s^f-if ^^^H^b^)o 

1 h"nMR (CDCls) 52.63 (2H, t, J=7.4Hz), 2.88 (2H, t, J=7.4 Hz), 5.07 (2H, s) , 6 
.82-7.03 (6H, m), 7.06-7.18 (3H, m), 7.31-7.38 (3H, m)o 

mmmi 3 3-7 ^y-4-[(3-7x7 + y7x-;v)> b ^i/^y^yfu^y^ * 

)l/ 0mmitmm^m^m^r, 4-t ko*s/-3-* y^y^y^y-fu^ym.^^-^ 

t 3-7x7^y^>V^7^3-^P > Wk^t#^, iR^ 66%o 

*H NMR (CDCls) 52.60 (2H, t, J=7.4 Hz), 2.89 (2H, t, J=7.4 Hz), 3.67 (3H, s), 3 

84 (3H, s). 5.08 (2H, s), 6.64-6.70 (1H, m), 6.73-6.79 (2H, m), 6.89-6.94 (1H. 
m) 6 97-7.02 (2H. m), 7.07-7.18 (3H, m). 7.28-7.38 (3H. m)« 

4 3-7 f^y-4-[(3-7x7^y7x-;v)^ b yyu^ym 
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##£85 fcW»<7>*i**fflV>T, 3-^ K->-4-[(3-7x^->7x^)> >4rv]^ 
>-lf^yn/<>'ift>f-^5&»e>SE«'fk'& , » ! S:#feo Jfc* 82% e 
SUA 95-96 TD (ififJV-A^t^^^^E^o 

X H NMR (CDCh) 52.65 (2H, t. J=7.4 Hz), 2.90 (2H, t, J=7.4 Hz), 3.84 (3H, s), 5 
.09 (2H, s), 6.65-6.70 (IH, m), 6.74-6.80 (2H, m), 6.87-6.93 (IH, m), 6.96-7.03 
(2H, m), 7.06-7.18 (3H. m). 7.27-7.35 (3H, m)o _ 

1 5 3,5-^7;Vtn-4-[(2-7x^->7x-JV)^ b * vJ-O-fe VfU^ 



###ll t®m<7)-%&*m^r, 3, 5-^7^*^-4-11 Kn*^V-evyn;<>ii 

*H NMR (CDCh) 51.23 (3H, t, J=7.1 Hz), 2.56 (2H, t, J=7.5Hz), 2.84 (2H, t, J= 
7 5 Hz) 4.12 (2H, q, J=7. 1 Hz), 5.23 (2H, s), 6.66-6.71 (2H, m), 6.85 (IH, d, J 
=8.1 Hz), 6.92-6.95 (2H, m), 7.05-7.18 (2H, m), 7.25-7.34 (3H, m), 7.61 (IH, d, 
J — 7 5 Hz) 

gftffll 6° 3,5-y7^o-4-[(2-7xM->7x-;v)> b * 

<tf«5ill*©*tt*fflv>T, 3,5-^7;vto-4-[(2-7x7^y7x-;v)^ b*v 
]^^4fV^ , n^>Bftif-^?>*«'fk^»«:»feo 82%o 
Hk£ 78-79 (ftBt^f-A^-^+^^^feStt*)- 

*H NMR (CDCh) 5 2.62 (2H, t, J=7.5Hz), 2.85 (2H, t, J=7.5Hz), 5.23 (2H, s). 6 
.62-6.73 (2H, m), 6.83-6.88 (IH, m), 6.91-6.96 (2H, m). 7.03-7.18 (2H, m), 7.24- 
7.34 (3H, m), 7.61 (IH, dd, J=1.4 Hz, 7.5Hz)o 
»jl 7 3-7;v^-n-4-[(2-7^y^r~>-7^-;w)> b 

t 2-y * ; v )i<^ - frfrbumfc&ydznfco jr* 91*0 

*H NMR (CDCh) 51.22 (3H, t, J-7.1 Hz), 2.56 (2H, t, J=7.5Hz), 2.86 (2H, t J- 
7.5 Hz), 4.11 (2H, q, J-7.1 b), 5.20 (2H, s), 6.80-6.99 (6H, m), 7.08-7.20 (2H, 
m), 7.26-7.38 (3H, m), 7.70-7.76 (IH, m) 0 

Xlfcffl 8 3-7^*o-4-[(2-7x^y7x-^)> b * y]^>^>7-n;^f 
##«5 fcra»^ft*fflv*T, 3-7;Vtn-4-[(2-7xy#y7x-^)^ 

y^vfu^yw.^)^hm.mit^m^mzo w 92% c 

1ft * 103-104 *C (i^^^f-;v— '^•fl-Vjfrk 

^"nMR (CDCh) 52.63 (2H, t, J=7.5 Hz), 2.87 (2H, t, J=7.5Hz), 5.20 (2H, s), 6 
81-6.98 (6H, m), 7.06-7.18 (2H, m), 7.25-7.38 (3H, m), 7.61 (IH, d, J=7.0 Hz)o 
Xttffll 9 4-([l,l'-e7x-;l/]-2-^M h4^»-3,5-y7^*n^J"1f>-/n/<> 

2-7 liM'/W/l'a-^^S^^^ ^ 94% ° 

*H NMR (CDCh) 51.23 (3H, t, J-7.1 Hz), 2.57 (2H, t, J=7.5 Hz), 2.85 (2H, t, J= 
7.5 Hz), 4.12 (2H, q, J-7.1 Hz), 5.00 (2H, s), 6.66-6.78 (2H, m), 7.29-7.47 (8H, 

m), 7.60-7.68 (IH, m) 0 , . . 

%mm2 0 4-([l.l , -^7x-*]-M^ F#y)-3,5-y7^*D^^>7-nn> 

m &%m5tmffi.<r>j>m*m^'c, 4-([i,r-e7x-^-2->f;v> h*y)-3,5-y7;v 

Sl£ 78-79 "C (ftfifn/- ^^Vj&^SISbDo 

^"NMR (CDCh) 5 2.64 (2H, t. J=7.6 Hz), 2.86 (2H, t, J=7.6 Hz), 5.00 (2H, s). 6 
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.65-6.74 (2H, m), 7.30-7.48 (8H, m), 7.59-7.67 (IH, m) 0 

«Kfl2 1 4-([l,l'-e7x^;v]-2-^M h i P -»_3-7;v^n-<>-b-^7 p n^/m^ 

t 2-7^-;v^>> f ^T;V=i-;V^P J M'fb^ : S:#^o W 96%o 

*H NMR (CDCh) 51.22 (3H, t, J=7. 1 Hz), 2.55 (2H, t, J=7.5 Hz), 2.85 (2H. t J- 
7.5 Hz), 4.11 (2H, q, J-7. 1 Hz), 4.97 (2H, s), 6.70 (IH, t, J=8.4 Hz), 6.79 (IH 
d, J=8.5Hz), 6.91 (IH, dd, J=1.9Hz, 12.1 Hz), 7.30-7.42 (8H, m), 7.62-7.66 (1 

##i5 tmmvji&zm^x^ 4-([i,r-^-7^-;H-2->f h*~»-3--7;v*n 

^yVyyus*ym^frfrt>mmft&%d*Wzo W¥ 90% o 
M& 81-82 V (Mfci*-;!/— o 

1 H NMR (CDCh) 52.62 (2H, t, J=7.6 Hz), 2.86 (2H, t, J=7.6 Hz), 4.97 (2H s , 6 
.71 (IH, t, J=8.4Hz), 6.80 (IH, d, J=8.4 Hz), 7.30-7.41 (8H, m), 7.62-7.65 (IH, 

£mm2 3 4-([l,r-e7x-;H-2-^^ ^.».^nn^^ ^^ r/ *^ 

2_7i-;i/^>> ? ;vT;V3--»v*^M'fk^*#^o W 95% c 

*H NMR (CDCh) 52.57 (2H, t, J=7.5Hz), 2.84 (2H, t, J=7.5Hz), 3.66 (3H, s), 4 
98 (2H, s), 6.65 (IH, d, J=8.4 Hz), 6.93 (IH, dd, J=2.0 Hz, 8.4 Hz), 7.20 (IH, 
d, J=2.0Hz), 7.31-7.44 (8H, m), 7.68-7.71 (IH, m) 0 ^ ^ 

^2 4 4-([l,l'-t*7x-JH-2-^V^ b^^no^^^W/i 

M£ 1U-112 TC (fttifA^- ^*-9->*»fcH»*)o 

J H NMR (CDCh) 52.62 (2H, t, J=7.5Hz), 2.85 (2H, t, J=7.5 Hz), 4.98 (2H, s) 6 
.66 (IH, d, J=8.4Hz), 6.94 (IH, d, J=8.3Hz), 7.21 (IH, s), 7.30-7.44 (8H, m), 
7.67-7.70 (IH, m)o 
[0 6 0 8] 

m i fcnnw i~i2 x-nbtifz<ik&w<7>m&&**~? <> 

[0 6 0 9] 
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gi2 Kmmm 1 3 ~ 2 4 ^ha^tzi^m^m^^^-fo 

[0 6 10] 
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1 

( 1 ) g&Hrtffl l -cftbtLtzit&Vs l o . o g 

(2) fill 6 0. 0 g 

(3) x-yx?-?- 3 5. 0 g 

(4) 3 . 0 g 

(5) WJ>I^^A 2.0g 

nmmi^nbtitz^mi o. o gtfLfte o. o g&xvx-sxr-fj s.og 

O«^tl0M%*?f>*»*3 OmL 3. 0 g) *^ 1« 

* •r>^H^IUiMU:f, 4 0 r«LS^L^ #^» / 

/***S^fia*5 7n9T||UiU 1 0 0 0i©^~ Y^ntzo 

mm 2 

c i ) nmm i T'#f>tL7t^t> i o . o g 

( 2 ) fUR 7 0 . 0 g 

(3) rr->^^-f- 5 0. 0 g 
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(4) vs^&rz'-fy 7. o g 

(5) ^fTV^^^^A 3.0g 

1 X-nhtiMk&mi 0. 0 gUfT'J >g^?^*v^3. 0 g^rTOttT'^ 
7>?>;fa#ifc7 OmL (»Sm&r>7>t \>X7. 0 g) t!MUfcf> «£»U *L* 
7 0.0 g*J:lF3->X^-^5 0. 0 g tm&Ltto ft«*E«LTl 0 0 Ott©« 

[ttKffl 1 1 
10 6 11] 

1 4 2 7 3$$#CS*-r*5&#flM»fi6W«Iftffl (7*=-* l^ffl) 

HM 4 2 7 3^#^I?*^CH0» (No. 104) £3X 1 0 4 IS/ 1 
0 0 « L*n^S J: ? CML> Black walled 96 -well 
plate (Co s t a r) Kl^tz*) 1 00^Lfo», C0 2 WCt-B^ 
J&SILfco jHttrt**->*A»aM>*tt*FL IPR (Molecular Devic 
e) *Jflv>T*jfeL:fce »TOiaf U. F 1 u o-3 AM (DO J IN) 5 0// 
g*2 1 * L DMSO (DO J I N) fc»#U $^Kff^2 0%7>n>gft (Mo 
lecular Probes) *Jn 1 0 5 // L ©*I&JB]fiLi»**Jll L*= 1 0 

6mL07 9-b>f^y77- [HBSS (Invitrogen) 1LC1M HEP 
ES(pH7. 4) (DO J IN) £2 OmLttU (Sigma) 7 1 

OmgHN NaOH 5raLC» ^i:±|E©HBSS/HEPES^5m 
L*Jn*.iR#Lfc*iftl 0mL«toLiSt^o ] Kirax.. 

fl|jfe7l'-K0*&*ll*lfc^ I^Cf 1 H 0 0 Lf oM, C 

02 *&*fffcTlBIMIBJ&*U «WJfe^**fe#*3R<»a**^o **«0*H1SJ±±bBOT 
-b «f ^ ? 7 r - *m v>T» U » K»lt * <fc£^ 147^*^^77-1:0. 

0 1 5%fcfc& -fcSKCHAPS (DO J IN) *Jnx.fe«««t*fflV^-C#^ 

Ht, ^^>7;Vffi7'V- Yizfrmhtzo »±<&«M&1I*ifliL;fc&, FLIPRM 

[0 6 12] 

*«WC*^t, 8. 14. 16. 18. 20. 25. 28. 30. 44. 4 

7.5 0. MM312. 4. 6. 8. 10. 1 2 ._ 1 6 . 18. 2 0. 2 2*^2 4^ 

[ttttffl 2 ] 
[0 6 13] 

3 T 3 - L 1 J«l»^I^J!aJc*»t4Jtelft5M»KW7-*]ieJ»lftOWlW^ffl 
J3tKm^^btfe*^-t*^^^^t»W3 T 3 - L l»«-lv>tllll»» 

^©|^p*4ft»L*:o 5g/10^3-^**trDMEM (Dulbe 

ceo' s Modified Eagle Medium. Invitrogen) K 

1 0 % ? JBlfiLfit (FBS. Invitrogen) t 1 0 0 u n i t s/m 1 ^_-> 
>j y&HVl 0 0// g/m 1 * h V7"bv^ ->y*«jbIlLrt:l>0«:JBv»rt:o 3T3-L1 
^JJ&S:^^- H:SiL3>7^> Mc££ £"C'ig*L*:|£tC. 10// g/m 1 -< 

y > 0 5mM 3-/fv7f^-l-^Wt>f > (IBMX) , 2. 5/<Mf 

* v> **tr JiiB^«i-e 4 8 tw^s-f * iteiti i»i»^©3Hfc»3M&s*fro 

^ii:J:")4CI)7nD-;v4iiW7^'f^ofco SiWcKr e 

b s -R i n g e r tt*ifcfc-Cifei*8U ^•^4 5 frWf6km.V±m*®W.^fco -tit* 
co ^ »; -b n — ;V^-g}4 Free. Glycerol Determination Ki 
t (Sigma) Zm^xmfcLi-Zo ^O^m. 1 4 2 7 3 £##fc**T& 7 US 
&*%"r&ft&Vt}-?$>%&%W 1 6 6 frfcft-ft* fcfc* ^ -<v7n-r 
i^y-;vfiJS!c^Ji#L^^V-bn-;l/^l:Oi5:T^*^tLfe [014] o i^it^ 
ib l 4 2 7 3t«#C»U7^-^ h^ffitr^i-^ftWOft^^BIIIK^MWqittf^ffl* 
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[0 6 14] 

*%m<D4k&btt:i±*<D'7u K5 ? ^f±^ 1 4 2 7 3$«#«ffiP»^** 

%> o 

[0 6 15] 

fcfcj: 19. 1 4 2 7 3^#T=f-* htitlil 4 2 7 3§S#7>^^ h 

I 0 6 1 6 J X ^ ~* , 

[gl 1 ] V W (Palmitoleic acid) 30 mm b 

7tt iom c a 2 + mm^mtzm^tzm^ZTF-fo »©c o u n t s amm 

1*1 C a 2 + »E*^i-«*3SK, *|OTime (sec. ) «^>7;v?8sMt?>B# 
000 ^r^-To Ottt M 4 2 7 3MCH0-K1«, Att^** 1 4 2 
7 3mCHO-Kl», □« 1 4 2 7 3 ^lUv^^voy hn-;voCHO 

-K 1 WSr^-To . 
[13 2] 'J (Linoleic acid) 30 /iM^^MLrzt iW 

|*JC a 2 + »JK<03S'fk*P'<fctt**^"t« C o u n t s liJUl&rtC a 2 + it 

K*^i-«*»JK^ fl^Time (sec. ) {i^>7 p ;V^Sn^B#F^ii (#) 
£^1"o O« 1 4 2 7 3*SCH0-Kl ^li^ * * 1 4 2 7 3 I^C H O - 

Kltt, 1 4 2 7 3 ^illtw^ny h n-;l/OC HO-K 1 MSr^-T 

°[m 3 ] 7 -U J V>Vfc (y-Linolenic acid) 3 0 p. M£$stn L*: 
tlOiWC a 2 + Ilt«^^/:^f*^t 0 C 0 u n t s {i,Ml*J 

C a 2 + SWEfca^&ftSftflU «i©T i m e (sec. ) iJt^^iUM^W 
mm i&) ^^-To OIH 4 2 7 3MCHO-Klll> Aliv^^ 1 4 2 7 3H 
iCHO-Kl«, □» 1 4 2 7 3 ^MLtV>*v>3> >a-^CHO-K 1 

[H4] 77^ K>R (Arachidonic acid) 30 fiM*WMl,TZ t 

%<onm.nc a 2 + auso^b^p^^s^^-fo «»©c o u n t s ii»wc 
a 2 + m&zmirmffi&m, mmv>T ime (sec. ) it^-yzf^mMk^mm 

M m Zm-fo Ottl 4 2 7 3iICH0-KlI)|, Ate"?"?* 1 4 2 7 3»S 
CH0-K11E □« 1 4 2 7 3 t»aUv»&v>3V>n-^©CHO-Kli 

[05] Kn-iJ-^^f-iJ-jr.v^ (Docosahexaenoic acid, DH 
A) 3 0 fiU^maLizt Zom&ftC a 2 + jtKO^k^rP^^^^^-to IGfth 
^Counts tiJWliartC a 2 + ffim<VT i m e (sec. ) 

tt^^fciPffcOttlMKl (#) Ottl 4 2 7 3»aCH0-Kl»lfi, 

Afi^** 1 4 2 7 3HICH0-K1», □» 1 4 2 7 3 ^IU^v^> 

fa-;v©CHO-K lM£^-f o 

[H6] t 1 4 2 7 3 mRNAOMM*/Tto =rfc?-£fc/25ng 

total RNAIitotalRNA 2 5 n glfc^^f-^^to 

[0 7] 9 y 1 4 2 7 3 mRNA03K!fl'tt^to =rfc?-ifc/ng 

poly (A) +RNAttp o 1 y (A) + RNA n g^fc <Ou tf-Jfcfcjjr* 

°[H!8] 7K^^ > ^15? hTiWl 4 2 7 3mRNAO|&a±#^l 
^<f-»**^o (h) *yF-to mmvC opies/ng pol 

y "(A) +RNAIip o 1 y (A) +RNA ngSfc»)©3^-»^t. 
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[@9] t H 4 2 7 3MCH0ifeOcAMPl4^t^iKWi*i^ 
fcift**^i-o Forskoli n *i7*^3y>^T-efflllftift«r*lniU**»o 
Bu t y 1 i c ac i d 147 * *X a V V#*TWM (3 0/.M) * 
WtaLfc*fr*, r-L i no 1 eno i c ac i d 147 >»TPj 
-ij; i/Vt (30//M) *«lniU^»^*. L i no 1 e i c acidin^J 
X3'j^«Ti:V-^BS (30//M) *«inbfc»£-*, DH A147 * V 
yfftTKDHA (3 0 ftU) SrjfiJPUfc*^*, Oleic a c i dl47*JV* 

aV>#*WW>Bi (30//M) «-^Jnt^«f^**i-o 7*;v 
£45»ts. #ffil5M»w c AMPi4i«-Mfe^L?t ^ <?)-e**o 

[HI 0] ftmttAl£j:*fc * 1 4 2 7 3MCHO«|T©MAP*t-titt 
ftt«BLfc«*tSt, CHO-h 1 4 2 7 3J4HM 4 2 7 3t»lO»iC 
HOtt*Iv>mt CHO-mo ckl^ H 4 2 7 3ti»W4v»CH 
OiSS^V^^^to r - 1 i n o (4 7 - V ✓ W^***ftlL;fc*§**. me 

t h y 1 ttyy-^m^^fc^iDLfc***^-*"- ^ (m i n) 14-9" ^7;Vflsan 
ftOSBttN (*) p 4 4 liU '/»ftSWfittft^|tERK 1 Kt 

tTTo p4 2ttU>«'fb«*t«tt'fb«^ERK2©^>'K*75i-. 

[Hill] 3 T 3 - L 1 «»©»ISIMIiMfc»»K#^ 1 4 2 7 3 

fcP^fctt***-*-,, «*l43T3-Limo«lfi«l*^faKMk©H* < S > * 
*f fl «t«53^-»/2 5ng total RN AI4, #<b *l£ 3 T 3 - L 1 90 
)fei:^{t^ 1 4 2 7 3§WmRNAHli*To t a 1 RNA 2 5 n g&rt: 

t)03E-thLTlttiLm^to 

[H 1 2 ] 5 7 h««**«WfiK«Bl&^»J»MJ»^»*K#a 1 4 2 7 3 S*s4* 
c7)%S»^P^^***1-c D a y 0 f4^bf£«liu D a y 8 l±^k» 

Bt«^i^^^^to »«<03t:-|j[/2 5 n g t o t a l R 
NAI4. KbtllzWVmmViM&K&VZ 1 4 2 7 3^»mRNAMM^T 
otal RNA 2 5ng^^3^t}:LT|[tHUffl^to 

[0 13] iKSfi:«tSAtT-2 olfflll&^feOffllW&KWat^^^^fttiiH^ (C 
RF) mm&ACTHfrm<oWM%}*k*Wl'<K.*&**&~t m o b a s eliCRFM 
Tt\ aiiant**lqL**ofc»^**-i-o CRFteCRF (lOnM) #*:TT?Jfc 
Kffl|t«inLft*o*:»***i-. 7 -LA(i r -VW/i^ a -LAIi« : U 
;WH^ BAI«*W^CRF (10nM) ffftT«t^t^^^T 
A C T H (X25pg/ml) lJACTHM5-^to (n=8 
) o **, p<0. 0 1 ; *, P<0. 05 (Student's t test) 

'ihi 4 ] 3T3-L imttfrimmz&vzmw5frmKtt-t2>&%mi ex-nbti 

tzit&m<ommm*Tfc-to Wm<OG lycerol (^M)J4^*n-;V£|£ii: 
(uM) £*-To «$ilC9-#;£<7>B a s e \*mmm(Om&*7p1r 0 *«l^2£*»e>2# 
@~4#Bf4I s o p r o t e r e no l Uv^nfW-)!/) 1X10 10 M 
*«JDLfc»#*^-ro 2fiOB ase J4 Isoproterenol (<* 

y^otv y l x l 0" 1 0 MO*«:«3Jntfc»'&*3pi-o «W^4 0 //Mis 

£?72 0 uMte*tL?tL&$al>tz^m 1 6T'#ibtt^b^%OiftJSSr^-r o * * 14 
W yT'nr W-;V»)<£>B a s e fc*tL**fclflHW3 *LTV>£ £ t *tf~?o (p< 
0.0 1) 
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mnm 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 
<120> Modulator of Receptor Function 
<130> B03239 
<160> 20 
<210> 1 
<211> 361 
<212> PRT 
<213> Human 

<400> 1 _ AC 

Met Ser Pro Glu Cys Ala Arg Ala Ala Gly Asp Ala Pro Leu Arg Ser 

5 10 I 5 

Leu Glu Gin Ala Asn Arg Thr Arg Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ala Ala Val Glu Thr Thr Val Leu Val 

35 40 45 

Leu He Phe Ala Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Ala Arg Arg Arg Arg Arg Gly Ala Thr Ala Cys Leu Val Leu Asn 
65 70 " 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe He Ser Ala He Pro Leu Val Leu 

85 90 95 

Ala Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Ala Cys His 

100 105 110 

Leu Leu Phe Tyr Val Met Thr Leu Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val His Leu Gin 

130 135 140 

Arg Gly Val Arg Gly Pro Gly Arg Arg Ala Arg Ala Val Leu Leu Ala 
145 " 150 155 160 

Leu He Trp Gly Tyr Ser Ala Val Ala Ala Leu Pro Leu Cys Val Phe 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Ala Asp Gin Glu He Ser 

180 185 190 

He Cys Thr Leu He Trp Pro Thr He Pro Gly Glu He Ser Trp Asp 

195 200 205 

Val Ser Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Val Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Phe Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Lys Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 

fcfc!iE# 2004-3119831 
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305 310 315 320 

Tyr Asn Met Thr Leu Cys Arg Asn Glu Trp Lys Lys He Phe Cys Cys 

325 330 335 

Phe Trp Phe Pro Glu Lys Gly Ala He Leu Thr Asp Thr Ser Val Lys 

340 345 350 

Arg Asn Asp Leu Ser He He Ser Gly 
355 360 

<210> 2 
<211> 1083 
<212> DNA 
<213> Human 

<400> 2 _ A 
atgtcccctg aatgcgcgcg ggcagcgggc gacgcgccct tgcgcagcct ggagcaagcc 60 
aaccgcaccc gctttccctt cttctccgac gtcaagggcg accaccggct ggtgctggcc 120 
gcggtggaga caaccgtgct ggtgctcatc tttgcagtgt cgctgctggg caacgtgtgc 
gccctggtgc tggtggcgcg ccgacgacgc cgcggcgcga ctgcctgcct ggtactcaac 



gcggtggaga caaccgtgct ggtgctcatc tttgcagtgt cgctgctggg caacgtgtgc 180 

300 

actgaggcct ggctgctggg ccccgttgcc tgccacctgc tcttctacgt gatgaccctg 360 



ctcttctgcg cggacctgct cttcatcagc gctatccctc tggtgctggc cgtgcgctgg 
actgaggcct ggctgctggg ccccgttgcc tgccacctgc tcttctacgt gatgaccctg 

agcggcagcg tcaccatcct cacgctggcc gcggtcagcc tggagcgcat ggtgtgcatc 420 

gtgcacctgc agcgcggcgt gcggggtcct gggcggcggg cgcgggcagt gctgctggcg 480 

ctcatctggg gctattcggc ggtcgccgct ctgcctctct gcgtcttctt ccgagtcgtc 540 

ccgcaacggc tccccggcgc cgaccaggaa atttcgattt gcacactgat ttggcccacc 600 



attcctggag agatctc~gtg ggatgtctct tttgttactt tgaacttctt ggtgccagga 660 
ctggtcattg tgatcagtta ctccaaaatt ttacagatca caaaggcatc aaggaagagg 720 



U Lgg u^ciu 1.5 t 6 u^Li b ^« " ~ TQA 

ctcacggtaa gcctggccta ctcggagagc caccagatcc gcgtgtccca gcaggacttc 780 

cggctcttcc gcaccctctt cctcctcatg gtctccttct tcatcatgtg gagccccatc 840 

atcatcacca tcctcctcat cctgatccag aacttcaagc aagacctggt catctggccg 900 



tccctcttct tctgggtggt ggccttcaca tttgctaatt cagccctaaa ccccatcctc 960 
tacaacatga cactgtgcag gaatgagtgg aagaaaattt tttgctgctt ctggttccca 1020 
gaaaagggag ccattttaac agacacatct gtcaaaagaa atgacttgtc gattatttct 1080 
o ~ «- - 1083 
ggc 

<210> 3 
<211> 361 
<212> PRT 
<213> Mouse 

<400> 3 „ TT . _ 

Met Ser Pro Glu Cys Ala Gin Thr Thr Gly Pro Gly Pro Ser His Thr 

5 10 15 

Leu Asp Gin Val Asn Arg Thr His Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ser Val Val Glu Thr Thr Val Leu Gly 

35 40 45 

Leu He Phe Val Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Ala Arg Arg Arg Arg Arg Gly Ala Thr Ala Ser Leu Val Leu Asn 
65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe Thr Ser Ala He Pro Leu Val Leu 

85 90 95 

Val Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Val Cys His 
100 105 HO 

ffi|E# 2004-3119831 
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Leu Leu Phe Tyr Val Met Thr Met Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val Arg Leu Arg 

130 135 140 

Arg Gly Leu Ser Gly Pro Gly Arg Arg Thr Gin Ala Ala Leu Leu Ala 
145 150 155 160 

Phe He Trp Gly Tyr Ser Ala Leu Ala Ala Leu Pro Leu Cys He Leu 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Gly Asp Gin Glu He Pro 

180 185 190 

He Cys Thr Leu Asp Trp Pro Asn Arg He Gly Glu He Ser Trp Asp 

195 200 205 

Val Phe Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 " 230 235 240 

Leu Thr Leu Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Tyr Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Arg Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Ser Leu Phe Arg Asn Glu Trp Arg Lys He Phe Cys Cys 

325 330 335 

Phe Phe Phe Pro Glu Lys Gly Ala He Phe Thr Asp Thr Ser Val Arg 

340 345 350 

Arg Asn Asp Leu Ser Val He Ser Ser 
355 360 

<210> 4 
<211> 1083 
<212> DNA 
<213> Mouse 
<400> 4 

atgtcccctg agtgtgcaca gacgacgggc 
aatcgcaccc acttcccttt cttctcggat 
gtcgtggaga ccaccgttct ggggctcatc 
gctctagtgc tggtggcgcg ccgtcggcgc 
ctcttctgcg cggatttgct cttcaccagc 
actgaggcct ggctgttggg gcccgtcgtc 
agcggcagcg tcacgatcct cacactggcc 
gtgcgcctcc ggcgcggctt gagcggcccg 
ttcatatggg gttactcggc gctcgccgcg 
ccgcagcgcc ttcccggcgg ggaccaggaa 
cgcataggag aaatctcatg ggatgtgttt 
ctggtcattg tgatcagtta ctccaaaatt 
cttacgctga gcttggcata ctctgagagc 

ffiiE# 2004-3119831 



cctggcccct cgcacaccct ggaccaagtc 60 

gtcaagggcg accaccggtt ggtgttgagc 120 

tttgtcgtct cactgctggg caacgtgtgt 180 

cgtggggcga cagccagcct ggtgctcaac 240 

gccatccctc tagtgctcgt cgtgcgctgg 300 

tgccacctgc tcttctacgt gatgacaatg 360 

gcggtcagcc tggagcgcat ggtgtgcatc 420 

gggcggcgga ctcaggcggc actgctggct 480 

ctgcccctct gcatcttgtt ccgcgtggtc 540 

attccgattt gcacattgga ttggcccaac 600 

tttgtgactt tgaacttcct ggtgccggga 660 

ttacagatca cgaaagcatc gcggaagagg 720 

caccagatcc gagtgtccca acaagactac 780 



20 
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cgactcttcc gcacgctctt cctgctcatg gtttccttct tcatcatgtg gagtcccatc 840 
atcatcacca tcctcctcat cttgatccaa aacttccggc aggacctggt catctggcca 900 
tcccttttct tctgggtggt ggccttcacg tttgccaact ctgccctaaa ccccatactg 960 
tacaacatgt cgctgttcag gaacgaatgg aggaagattt tttgctgctt cttttttcca 1020 
gagaagggag ccatttttac agacacgtct gtcaggcgaa atgacttgtc tgttatttcc 1080 
agc ~ 1083 

<210> 5 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 
<400> 5 

gctgtggcat gcttttaaac 
<210> 6 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 
<400> 6 

cgctgtggat gtctatttgc 20 
<210> 7 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 
<400> 7 

agttcatttc cagtaccctc catcagtggc 
<210> 8 
<211> 361 
<212> PRT 
<213> Rat 
<400> 8 

Pro Gin Cvs Ala Gin Thr Thr Gly Pro Gly Pro Ser Arg Thr 

10 15 
3 ro Phe Phe Ser Asp Val Lys 
30 

^u Glu Thr Thr Val Leu Gly 
45 

\sn Val Cys Ala Leu Val Leu 
60 

Thr Val Ser Leu Val Leu Asn 
75 80 
Ser Ala He Pro Leu Val Leu 
90 95 
Leu Gly Pro Val Val Cys His 
110 

Gly Ser Val Thr He Leu Thr 
125 

Val Cys He Val Arg Leu Arg 
140 

mSE# 2004-3119831 



30 



Met 


Ser Pro Glu 


Cys 


Ala Gin Thr Thr 


Pro 


Asp Gin Val 


5 
Asn 


Arg Thr His Phe 




20 




25 


Gly 


Asp His Arg 


Leu 


Val Leu Ser Val 


35 




40 


Leu 


He Phe Val 


Val 


Ser Leu Leu Gly 




50 




55 


Val 


Val Arg Arg 


Arg 


Arg Arg Gly Ala 


65 






70 


Leu 


Phe Cys Ala 


Asp 


Leu Leu Phe Thr 






85 




Val 


Val Arg Trp 


Thr 


Glu Ala Trp Leu 




100 




105 


Leu 


Leu Phe Tyr 


Val 


Met Thr Met Ser 




115 




120 


Leu 


Ala Ala Val 


Ser 


Leu Glu Arg Met 




130 




135 
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Are Gly Leu Ser Gly Pro Gly Arg Arg Thr Gin Ala Ala Leu Leu Ala 
145 150 155 160 

Phe He Trp Gly Tyr Ser Ala Leu Ala Ala Leu Pro Leu Cys He Leu 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Gly Asp Gin Glu He Pro 

180 185 190 

He Cys Thr Leu Asp Trp Pro Asn Arg He Gly Glu He Ser Trp Asp 

195 200 205 

Val Phe Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

lie Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Leu Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Tyr Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

lie Gin Asn Phe Arg Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Ser Leu Phe Arg Ser Glu Trp Arg Lys He Phe Cys Cys 

325 330 335 

Phe Phe Phe Pro Glu Lys Gly Ala He Phe Thr Glu Thr Ser He Arg 

340 345 350 

Arg Asn Asp Leu Ser Val He Ser Thr 
355 360 

<210> 9 
<211> 1083 
<212> DNA 
<213> Rat 

<400> 9 _ n 
atgtcccctg agtgtgcgca gacgacgggc cctggcccct cgcgcacccc ggaccaagtc bO 
aatcgcaccc acttcccttt cttctcggat gtcaagggcg accaccggct ggtgctgagc 120 
gtcctggaga ccaccgttct gggactcatc tttgtggtct cactgctggg caacgtgtgt 180 
gccctggtgc tggtggtgcg ccgtcggcgc cgtggggcga cagtcagctt ggtgctcaac 240 
ctcttctgcg cggatttgct cttcaccagc gccatccctc tagtgctcgt ggtgcgctgg 300 
actgaagcct ggctgctggg gcccgtcgtc tgccacctgc tcttctacgt gatgaccatg 360 
agcggcagcg tcacgatcct cacgctggcc gcggtcagcc tggagcgcat ggtgtgcatc 420 
gtgcgcctgc ggcgcggctt gagcggcccg gggcggcgga cgcaggcggc gctgctggct 480 
ttcatatggg gttactcggc gctcgccgcg ctgcccctct gcatcttgtt ccgcgtggtc 540 
ccgcagcgcc ttcccggcgg ggaccaggaa attccgattt gcacattgga ttggcccaac - 
cgcataggag aaatctcatg ggatgtgttt tttgtgactt tgaacttcct ggtaccagga 
ctggtcattg tgatcagcta ctccaagatt ttacagatca cgaaagcctc gcggaagagg 720 
cttacgctga gcttggcata ctccgagagc caccagatcc gagtgtccca gcaggactac 7Q 
cggctcttcc gaacgctctt cctgctcatg gtttccttct tcatcatgtg gagtcccatc 
atcatcacca tcctcctcat cttgatccag aacttccggc aggacctggt tatctggccg 
tcccttttct tctgggtggt ggccttcacg tttgccaact ccgccctaaa ccccattctg 
tacaacatgt cgctgttcag gagcgagtgg aggaagattt tttgctgctt ctttttccca 
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gagaagggag ccatttttac agaaacgtct atcaggcgaa atgacttgtc tgttatttcc 1080 

1083 

acc 

<210> 10 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 10 

gtggtggcct tcacgtttg 19 
<210> 11 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 11 

cgctcctgaa cagcgacat 19 
<210> 12 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 12 

caactccgcc ctaaacccca ttctgt 26 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 13 

gtcgacatgt cccctgagtg tgcgcagacg acg 33 
<210> 14 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 14 

gctagcttag gtggaaataa cagacaagtc att 33 
<210> 15 
<211> 23 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 15 

tccgagtgtc ccaacaagac tac 23 
<210> 16 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 16 

|±S|E#2 004-3119831 
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gactccacat gatgaagaag gaaa 24 
<210> 17 
<211> 22 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 17 

ccgcacgctc ttcctgctca tg 22 
<210> 18 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 18 

gtggtggcct tcacgtttg 19 
<210> 19 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 19 

cgctcctgaa cagcgacat 19 
<210> 20 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 20 

caactccgcc ctaaacccca ttctgt 26 
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inn 



3M 



Palmitoleic acid 

1500 I — 

1300 — 

1100 — 




0 20 40 60 80 100 120 

Time(sec) 
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2/ 



1500 




[0 4] 

Arachidonic acid 

1500 — 

1300 

1100 — 

900 — 
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[13 5] 



Docosahexaenoic acid 




120 



[B6] 

_ 50,000 
z 

^ 40,000 
5 

hA 30,000 
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^ 20,000 
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[13 7] 

%$sm (fp) 

Jig (fF) 

n <fp> 
*« <#> 

jj* m 
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mm 



en 
mm 
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Pi 
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MM 
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[08] 
40,000 




Forskolin+|jg|ffil£(30jUM) 
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im i o] 
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| 40.000 

^{ 20.000 
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